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SURITAL sodium (thiamylal sodium, Parke-Davis) produces smooth 
anesthesia with rapid, quiet induction and prompt, pleasant recovery. 


Detailed information on SURITAL sodium will be mailed you on request. 
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Among the 


Potent Hypotensives 


NOTEWORTHY FOR ITS 


SAFETY 


Veriloid, a selective alkaloidal extract of Veratrum viride (the alkavervir 
fraction, representing less than one per cent of the whole root) presents 


® Biolcgic assay—based on actual blood pres- 
sure reduction in mammals—assures uni- 
form potency and constant pharmacologic 
action. 

® Blood pressure is lowered by centrally medi- 
ated action; there is no ganglionic or adre- 
nergic blocking. 

© Therapy is rarely, if ever, fraught with the 
danger of postural hypotension. 


@ Hypotensive action is independent of altera- 
tions in heart rate. 
® Cardiac output is not reduced. 


@ Renal function, unless previously grossly re- 
duced, is not compromised. 


@ Cerebral blood flow is not decreased. 


© Cardiac work is not increased, tachycardia is 
not engendered. 


@ No déngerous toxic effects from oral ad- 
ministration, no deaths attributable to Veri- 
loid have ever been reported. Side actions of 
sialorrhea, substernal burning, bradycardia, 
nausea, and vomiting (due to overdusage) 


these noteworthy features when a potent hypotensive agent is needed. 


are readily overcome and thereafter avoided 
by dosage adjustment. 


In broad use over five years, literally in hun- 
dreds of thousands of patients, no other 
sequelae have been reported, whether Veri- 
loid is given orally or parenterally. 


Tolerance or idiosyncrasy rarely develops; 
allergic reactions have not been encountered. 
Hence tablets Veriloid can be given for the 
long course of treatment requized in gevere 
hypertension. 

Continuing therapy with Veriloid has not led 
to interference with appetite or with excre- 
tory function. 


Because of its rapidly induced, prolonged 
action (6 to 8 hours), tablets Veriloid pro- 
vide around the clock hypotensive effect from 
4 doses daily, make today’s dosage effective 
today, and usually prevent hypertensive 
“spiking” during the night. 

A notable safety factor 1.1 intravenous ad- 
ministration is: the extent to which blood pres- 
sure is lowered is directly within the control of 
the physician. 


Gn Ohiginal Riker Research Product 
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COUNCILOW 
DHARMALY 


& 
CHEMISTRY 


In the three dosage forms here described, all of them accepted for NEW AND 
NON-OFFICIAL REMEDIES by the Council on Pharmacy and Chemistry, Veriloid 
is effectively employed either orally or parenterally, depending on the re- 


sponse desired, These dosage forms provide notable flexibility in treatment. 


The slow-dissolving, scored tablets are supplied in 2 
mg. and 3 mg. potencies. In moderate to severe hy- 
pertension they produce gratifying response in many 
patients. According to published reports’ this re- 
sponse can be maintained for long periods in fully 
30% of patients; combination with other hypoten- 


sive agents hes been credited with greatly increasing 
this percentage.’ Initial daily dosage 9 mg., given in 
divided doses, not less than 4 hours apart, preferably 
after meals. Dosage is to be increased gradually, by 
small increments, till maximum tolerated dose is 
reached, Maintenance dose 9 to 24 mg. daily. 


“SOLUTION INTRAVENOUS 


For the immediate reduction of critically elevated 
blood pressure in hypertensive emergencies such as 
hypertensive states accompanying cerebral vascu- 
lar disease, hypertensive crisis (encephalopathy), 
the toxemias of pregnancy. It lowers the blood pres- 
sure promptly, to any degree the physician desires, 


and with notable safety, since excessive hypoten- 
sive and bradycardic effects are readily overcome by 
simple means. Supplied 4a a com*ination package 
containing one 5 cc. ampul and a 20 cc. vial of 
diluent, and in boxes of six 5 cc. ampuls. The solu- 
tion contains 0.4 mg. of Veriloid per cc. 


SOLUTION INTRAMUSCULAR 


For maintenance of blood pressure in such critical, 
instances, and for primary use in less critical situ-* 
ations which do not show the same immediate 
urgency. Provides 1.0 mg. of Veriloid per cc, in 
isotonic aqueous solution incorporating one per cent 
procaine hydrochloride. A single dose lowers the 
blood pressure significantly, reaching its maximum 


1. Kauntze, R., and Trounce, J.: Treatment of Wilkins, R. W.: Combination of Drugs in 
Arterial Hypertension with Veriloid (Vera- the Treatment of Essential H 
‘trum Viride), Lancet 2:1002 (Dec. 1) 1951, Mississippi Doctor 30:359 (Apr.) 1953. 


RIKER LABORATORIES, INC. 9480 Beverly Bivd, Los Angeles 48, Calf. 


hypotensive effect in 60 to 90 minutes. By repeated 
injections (every 3 to 6 hours) blood pressure may 
be kept depressed for hours or days if necessary. 
Supplied in boxes of six 2 cc. ampuls. Complete in- 
structions as to dosage and administration accom- 
pany every ampul of the parenteral preparations of 
Veriloid and should be noted carefully. 
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trontal Fluid level in 
sphenoid sinus 
Reddened and 
swollen turbinates 
Postnasal 
Seromucous 
4 


dependable 
decongestion 


sinusitis, allergic rhinitis 


Through its prompt and prolonged decongestive action Neo-Synephrine 
not only restores nasal patency during all stages of the common cold, 
sinusitis or allergic rhinitis, but also helps to reestablish and protect the 
physiologic defense mechanisms of the nasal cavity: and encourages 
proper sinus drainage and aeration. 


Neo-Synephrine’s powerful vasoconstrictive action is exerted with 
virtually no sting, congestive rebound, or systemic side effects 
and is undiminished after repeated use. 


| Brand of sa 
Rapids ant heli, 


solution (plain and aromatic), 
] oz. bottles 


4 and 1% solutions (when stronger 


vasoconstrictive action is needed). 1 oz. 
bottles OV 
%% water soluble jelly, % oz. tubes 


NC. 
Neo-Synephrine, trademork reg. U.S. & Condo. 
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..When the 


patient is in 


\ 


acute distress 


= 


from 


waterlogging... 


“Meralluride sodium solution 
( MERCUHYDRIN ) in 1 to 2 cc. doses 
intramuscularly has been very 
effective and is not painful.”* In acute 
congestive failure, MERCUHYDRIN 
characteristically curbs tissue 
inundation and relieves dyspnea, 


orthopnea and cardiac asthma. 
Ampuls of 1 ce., 2 cc., and 10 cc. vials. 


*Stead, E. A., Jr., in Cecil, R. L., and 
Loeb, R. F: Textbook of Medicine, ed. 8, 
Philadelphia, W. B. Saunders Co., 

1951, p. 1065. 
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atopic 
dermatitis... 


acetate ointment 


In 5 Gm. tubes of 1.0% and 2.5% concentration 
*Trademark for Upjohn’s brand of hydrocortisone (compound F) 


The Upjohn Company, Kalamazoo, Michigan 
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RAPID ABSORPTION —-MAXIMUM THERAPEUTIC EFFECT 


Sig: Two tablets 3 to 5 times 
a day. Take after meals 
or with 1/5 glass of milk. 


The clinical effectiveness of different 
brands of mephenesin tablets depends on 
their rate of absorption. A mephenesin 
tablet that disintegrates slowly is ab- 
sorbed slowly. The resulting low blood 
levels may never produce a maximum thera- 
peutic effect. Results with such a tablet 
are usually poor. 


Tolserol Tablets are a result of extensive 
Study and are formulated to disintegrate 
rapidly for fast absorption, thus main- 
taining optimum blood levels. 


Tolserol 


(Squibb Mephenesin) 


Complete information on the use of Tolserol in muscle spasm 
of rheumatic disorc2rs, in neurologic disorders and in acute 
alcoholism is available from the Professional Service Department, 
Squibb, 745 Fifth Avenue, New York 22, N. Y¥. 
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Meat... 


: and Its Place in the Diet 
in Hypertension 


Contrary to the concept that protein intake contributes to the genesis 
of hypertension and should be drastically reduced in therapy': * * ade- 
quate protein nutrition today is considered essential for preserving 
maximal vigor and a sense of well-being in the hypertensive patient.’ 
Meat, once thought to be contraindicated, now is recognized as an impor- 
tant protein food in the dietary regimen in hypertension. 


High-protein foods do not elevate arterial tension — neither in the 
hypertensive nor the normotensive person. Nor does the specific dynamic 
action of protein make undue demands on the heart.* * * Only in ad- 
vanced hypertension when renal function is seriously impaired, or in 
cardiac emergency episodes, when cardiac disease complicates hyperten- 
sion, is restriction of protein intake below the normal allowance of 60 to 
70 Gm. per day justifiable.* * 


But not only for its high content of biologically top-quality protein 
is meat a recommended daily food in the diet of the hypertensive patient. 
It also goes far toward satisfying the needs for essential B vitamins and 
minerals. Another important feature of meat is its outstanding taste 
appeal and its virtually complete digestibility. 


1. Wilhelmj, C. M.; McDonough, J., and McCarthy, H. H.: Nutrition and Blood Pressure, 
Am. J. Digest. Dis. 20:117 (May) 1953. 

2. .dann, G. V., and Stare, F. J.: Nutritional Needs in Illness and Disease, J.A.M.A. 142:409 
(Feb. 11) 1950. 

3. McLester, J. S., and Darby, W. J.: Nutrition and Diets in Health and Disease, ed. 6, 
Philadelphia, W. B. Saunders Company, 1952. pp. 519-524. 

4. Levine, V. E.: The Blood Pressure of the Eskimo, Federation Proc. /:121 (Mar. 16) 1942. 


The Seal of Acceptance denotes that the nutri- ie 
tional statements made in this advertisement Om 

are acceptable to the Council on Foods and 
Nutrition of the American Medical Association. 


| +9004 


American Meat Institute 
Main Office, Chicago... Members Throughout the United States 
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ORALLY EFFECTIVE 


against staphylococci, streptococci and pneumococci— 
especially indicated when patients are allergic to other - 
antibiotics or when the organism is resistant. 


A DRUG OF CHOICE 
against staphylococci—because of the high incidence of 
staphylococci resistant to other antibiotics. 


A DRUG OF CHOICE 
because it is less likely to alter normal intestinal flora 
than other antibiotics, except penicillin; gastrointestinal 
disturbances rare; no serious side effects reported. 


USE ERYTHROCIN 
in pharyngitis, tonsillitis, otitis media, sinusitis, bronchi- 
tis, scarlet fever, pneumonia, erysipelas, pyoderma and 
certain cases of osteomyelitis. 


DOSAGE 


average adult dose is two 100-mg. tablets every four to 
six hours. Specially-coated ERYTHROCIN 
tablets are available in bottles of 25 and 100. Obbott 


one Trade Mark ERYTHROMYCIN, ABBOTT CRYSTALLINE 
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... ‘sense of well-being”... 


In addition to relief of menopausal symptoms, 


“a feeling of well-being or tonic effect” was frequently 


reported by patients on “Premarin” therapy.” 


“PREMARINsg in the menopause 


Estrogenic Substances (water-soluble) also known as 
Conjugated Estrogens (equine). Tablets and liquid. 


*Harding, F. E.: West. J. Surg. 52:31 (Jan.) 1944. 
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 suria. “Every pa ient therefore, 


CLINITEST 


BRAND 


abetes in 
were over 40. 


1. Blotner, H., and Marble, A: New England J. 
Med, 245:567 (Oct. 11) 1951 


2. Steine, L.: GP 8:45 (July) 1953, 


Ames Diagnostics 
Adjuncts in clinical management ; 


COMPANY, INC+ ELKHART, INDIANA 
Ames Company of Canada, Ltd., Toronto $2184 


| 
i 
ee * 
cians‘responding Jo a nationwide : 
theset 81% were ted by 
analysis, 02% of the physicians us ination 
/ 
te 
* 7 


xvi 


DELAWARE STaTE MEDICAL JOURNAL 


JANUARY, 1954 


ORAL PENICILLIN IS AT ITS BEST 


PHILADELPHIA 2, PA. 


WHEN IT is 
RELIABLY 
ABSORBED 


WHEN ITs 
THERAPEUTIC 
EFFECTIVENESS 
1S ESTABLISHED 


WHEN PALATABILITY 
ASSURES PATIENT 
COOPERATION 


WHEN STABILITY 
ASSURES RE- 
TENTION OF 
POTENCY 


SUPPLIED: ORAL SUSPENSION BICILLIN: 


TABLETS BICILLIN: 


TABLETS BICILLIN: 


“. .. the first oral preparation of penicillin which has 
in our experience been reliably absorbed in 100% 
of patients, irrespective of size and weight and using 
a standard dose of 300,000 units... [it] was given 
irrespective of the time of meals and whether the 
stomach might be full or not’’!; ... “may be given 
withcut regard to meals. . 


**The results presented indicate that the oral peni- 
cillin suspension studied by us is a satisfactory 
antibiotic for the treatment of some of the common 
infections of the respiratory tract caused by 6-hem- 
olytic streptococci”... and uncomplicated pneu- 
monias of childhood.‘ 

Bicillin ‘‘oral suspension is palatable, was accepted 
without difficulty by all patients in both groups 
[children and adults] and was well tolerated.’’? 


“‘No children of any age have been disturbed, and 
the palatability of the product has made its admin- 
istration easy.’”! 

Bicillin is highly insoluble in water. Its aqueous 
suspension, ready for immediate use, is stable for 
2 years at ordinary room temperature—77°F. (25°C.). 
Refrigeration is unnecessary. 


“‘The development of dibenzylethylenediamine dipenicillin 
is one of the important milestones in antibiotic therapy.’’5 


DIBENZYLETHYLENEDIAMINE DIPENICILLIN G 


Bottles of 2 fi. oz.; 300,000 units 
per teaspoonful (5 cc.). 


200,000 units; bottles of 36. 
100,000 units; bottles of 100. 


REFERENCES 

1. Cathie, I.A.B., and MacFarlane, J.C.W.: Brit. M. J. 1:805 (April 11) 1953. 

2. Coriell, L.L., and others: Antibiotics & Chemotherapy 3:357 (April) 1953. 

3. Barach, A.L.: Geriatrics 8:423 (August) 1953 

4. Finberg, L., Leventer, I., and Tramer, A.: Antibiotics & Chemotherapy 3:353 (April) 1953 
6. Editorial: Antibiotics & Chemotherapy 3:347 (April) 1953. 
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Thank you doctor for telling mother about... 


he Boot Tasting Aspitin Flavor Romaine Stable Bottle of 24 tablets 
you can prescribe down to the last tablet ( 2 gts. each) 


We will be pleased to send samples on request 
THE BAYER COMPANY DIVISION of Sterling Drug Inc., 1450 Broadway, New York 18, N. Y. 
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hard-hitting antibiotic 


( Erythromycin, Lilly ) 


especially for staphylococcus, 
streptococcus, and 
pneumococcus infections 


DOSAGE FORMS: 


Tablets ‘liotycin,’ 100 and 200 mg. Average 
dose: 200 mg. every four to six hours. 


(Erythromycin, Lilly) yl HYL CARBONATE 


Pediatric 


100 mg. of ‘llotycin’ (as the ethy! carbonate) 
per teaspoonful (5 cc.) 


AVERAGE DOSE: 
Thirty-pound child: One teaspoonful every six 
hours. 


Adults: Two teaspoonfuls every four hours. 
IN 60-CC. BOTTLES 


INDIANAPOLIS 6, INDIANA, U. S. A. 


COMPANY, 


JANUARY, 1954 
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NEW DEVELOPMENTS IN 
OCULAR LENSES 
Davis G. M. D.,* 
Wilmington, Del. 


As in all branches of medicine, there have 
been new developments and improvements in 
optics within the past decade. These include 
the following: (1) trifocals; (2) plastic 
lenses; (3) contact lenses; (4) microseopic 
and telescopic lenses; (5) the Ridley lens for 
aphakia. 

While trifocals are not a recent develop- 
ment, their use has largely come into its own 
within the last ten years. Presbyopes above 
age fifty requiring adds (lower segments) of 
two dioptres or more are candidates for con- 
sideration of trifoeals. Optically this is neces- 
sary because the range of clear vision is re- 
duced in bifocals of this strength so that there 
is good reading and distance vision but there 
is an intermediate zone of blurred vision be- 
tween. (Figure 1) This blurred intermediate 


Fig. 1—Diagramatic sketch showing the complete 

range of clear vision obtainable with the trifoc-! lens 

as measured in inches, contrasted with intermediate 
blurring with the bifocal lens. 


zone includes that vision at arms length. This 
includes desk workers, musicians, practically 
all craftsmen, housewives with ironing, wash- 


*Attending Chief in Ophihalmology, Delaware Hospital. 
Presented at Jefferson Medical College, June 10, 1953. 


ing dishes. Card players will be noticeably 
blurred with the cards on the table. Trifocals 
will increase the range of useful vision so as 
to give clearness at arms length and beyond. 
While there is some adjustment necessary to 
get accustomed to trifocals, this is generally 
no more than that encountered with bifocals. 
The secret to wearing trifocals is in the fit- 
ting by the optician. Since they are a preei- 
sion instrument the fitting must be perfect. 


Fig. 2——Photogr=ph showing the heavier glass lens on 
the left, with the plastic lens on the right. Both lenses 
of the same refractive correction. 


Fig. 3——Identical steel balls dropped on a plastic lens 

(left) and a glass lens. Plastic lenses are conisderably 

more resistant to impact than glass lenses. Even when 

broken the plastic lens will not shatter as any glass 
lens will do. 
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Plastic lenses offer the following advan- 
tages over glass lenses: 

1. Light weight. These lenses weigh approx- 
imately half that of glass lenses. This is a real 
advantage in high corrections where the 
weight may be considerable as in aphakia 
after cataract operations (Fig. 2) 

2. Safety. Plastic lenses have greater im- 
pact resistance and when broken do not shat- 
ter. Thus they are especially valuable to ath- 
letes, children, and in industry. (Fig. 3) 

3. Resistance to fogging. This condition is 
especially annoying to constant wearers of 
glass lenses in cold climates or to workers sub- 


Fig. 4—~A glass lens (left) and plastic lens both sub- 

jected to the same exposure of welding splatter snow- 

ing the marked resistance to welding splatter with the 
plastic lens. 

jected to frequent changes of temperatures, 

as those employed in hot houses, walk-in-re- 

frigerators, ete. 

4. Resistance to welding and grinding 
splatter. Plastic lenses will outlast glass lenses 
many times over when exposed to metallic 
splatter. (Fig. 4) 

14% 


ARMORLILE 
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Fig. 5—-Graph comparing the hardness or resistance 

to scratching of Methacrylate plastic versus Armorlite, 

a trade name for a specially hardened plastic lens, 
and glass. 


The one disadvantage of plastic lenses is 
their tendency to scratch. However, the hard- 
ness factor has been improved tremendously 
in the last few years so that one brand in par- 
ticular closely approaches glass. (Fig. 5) 
With any degree of care plastic lenses will 
last several years and thus in special applica- 


tions are worth consideration. These lenses 
are available in bifocals and various tints as 
well. 

Contact lenses have been improved so con- 
siderably that it is estimated 85% of prospec- 
tive wearers ea be fitted satisfactorily. No 
longer is fluid required, thus making the in- 
sertion easier and the wearing time longer. 
The majority of contact lens wearers can satis- 
factorily wear them for upwards of twelve 
hours. Their application is specialized, but 
the following situations merit consideration: 
High myopia, high astigmatism, aphakia, ker- 
atoconus, anisometropia. 


A: LACRIMAL FLUID 

B- ANTERIOR LENS SURFACE 
C+ POSTERIOR LEMS SURFACE 
4 D- CORNEA 


Fig. 6—Contzct Lens, Diagramatic Sketch depicting 
how the new contact lens floats on the precorneal tear 
film with no actual contact with the cornea. 


The new contact lenses nearly all float on 
the precorneal tear film and thus do not ac- 
tually touch the cornea. (Fig. 6) Again, the 
secret in wearing of contact lenses is in the 
proper fitting. 

Within the last year a new type of aspher- 
ienl magnifier has been made commercially 


Fig. 7—High power aspherical magnifier. Photograph 

showing how little increase in thickness is necessary 

even though magnification from 2 to 20 times is 
possible. 
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available which promises to be of great help 
to those with subnormal vision. These lenses 
will magnify any desired amount from 2 to 
20 times. In addition there is clear vision to 
the edge of the lenses as contrasted to pre- 
vious magnifiers. Therefore the field of vision 
is less restricted. They are especially valuable 
in retinal diseases, early cataracts, and all oe- 
ular pathology where there is some central 
vision even though it is reduced below the 
level of 20/400. Many of these individuals 
can read once again with comparative ease, 
enjoy television, movies and be industrially 
rehabilitated where this was not possible with 
any previous ocular aid or treatment. Amaz- 
ingly enough, these lenses often are of very 
little increased thickness or weight over eon- 
vential lenses. (Fig. 7) 

The Ridley Lenses is a new procedure de- 
veloped by an English surgeon for the imser- 
tion of a plastic lens within the lens capsule 
at the time of cataract extraction. (Fig. 8) 
It should be emphasized that this is still an 


B. 

C-PLASTIC LEM: 

D- 
LENS © 


Fig. 8——Plastic acrylic lens implant. Drawing showing 

how the capsule of the cataractous lens is not removed 

and the plastic <crylic lens is inserted within the re- 
maining capsule. 


experimental procedure and one that has not 
met with too much approval in this country. 
However, experience to date indicates that it 
offers more natural vision in aphakia, elimi- 
nating the magnification and distortion wheih 
now makes the adjustment to aphakia a dif- 
ficult one. In these cases the eye tolerates the 
plastic well but frequently shows a marked 
iridocyelitis which is usually controlled with 
cortisone. 


SUMMARY 

Recent developments in optics have permit- 
ted improvements in lenses. These include tri- 
foecals for older presbyopes, plastic lenses for 
special applications in industry, and with ath- 
letes, children, and aphakics. Contact lenses 
are smaller and no longer require fluid, thus 
affording easier insertion, increased toler- 
ance, and greater comfort. Probably the great- 
est help ever given to those with subnormal 
vision will now be available with the new mi- 
croscopic and telescopic lenses. Lastly, the in- 
sertion of a plastic lens at the time of cataract 
extraction, white still in the experimental 
stages, offers the hope of natural vision to 


aphakies which has not been possible with 


previous conventional lenses. 
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MENINGOENCEPHALITIS DUE TO 

CRYPTOCOCCUS NEOFORMANS* 

A Case Report 
A. E. Bacon, Jr., M. D. 
G. Scorr, M. T., 
and P. W. Huntineron, M. D., 
Wilmington, Del. 

Infection due to Cryptococcus neoformans 
(Torula histolytica) is an uncommon disease. 
There is one prior case on record at the Del- 
aware Hospital which was reported by Flinn, 
Hooker and Secott.' 

Case Report * * * 

A 52 year old woman was admitted with 
the chief complaints of marked anorexia, 
weight loss, and frequent frontal headachees. 
Four months prior to admission she had been 
seen in the Opthalmology Out-Patient Clinie 
because of failing vision. Examination re- 
vealed markedly diminished visual acuity, 
with only the nasal visual field remaining in 
the left eye. The right eye, and bilateral 
fundoscopie examination, were considered 
normal. Skull X-rays at that time were nor- 
mal, and diagnostic lumbar puncture was 
recommended, but the patient failed to return. 

Two months prior to admission, she had the 
‘‘flu,’’ characterized by upper respiratory 


“*From | the ; Departments of Medicine & Pathology, Delaware 
Hospital. 

**Respectively Resident in Medicine, Bacteriologist, and Resi- 
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symptoms with moderate malaise, and devel- 
oped a cough productive of yellow sputum 
with occasional blood streaks. There was a 
progressive increase in malaise, and onset of 
‘*feverishness’’ and night sweats. For three 
weeks prior to admission there was diminution 
of cough, but she experienced progressive an- 
orexia and frontal headaches, often accom- 
panied with dizziness and eye pain. She had 
lost ten pounds of weight in the past two 
months and had six teeth extracted in the 
past week. Significant physical findings in- 
cluded the appearance of marked cachexia 
and moderate lethargy. Temperature was 
99.6° F. The fundi showed early arterioscle- 
rotic changes. Marked dental caries were pres- 
ent, with evidence of recent extraction. A soft 
apical systolic cardiac murmur was heard. 
Remainder of physical examination, including 
neurologic, pelvic, and blood preessure, were 
considered normal. 

Chest x-ray, upper gastro-intestinal series, 
fasting blood sugar, blood urea nitrogen and 
smears and cultures for M. tuberculosis were 
negative. A mild anemia of 11.6 gms. of hemo- 
giobin was present, and total protein was 7.6 
gm.% with 4.1 gm. of globulin. Urinalysis 
and serology were negative. Repeat skull x-ray 
showed no change. 

On the ninth hospital day her temperature 
suddenly rose to 102° F. Nuchal rigidity and 
stupor were present, with no localizing neuro- 
logical signs. Lumbar puncture revealed 550 
cells, predominately polymorphonuclear leu- 
kocytes, No organisms were identified, and the 
patient was placed on 1,000,000 units of peni- 
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cillin every two hours. Her temperature 
promptly returned to normal. Two days later 
a repeat lumbar puncture was done, and at 
this time organisms were recognized in the 
counting chamber. Culture of the initial 
spinal fluid became positive for eryptococei in 
four days, establishing the diagnosis. 


During the following 18 days there was no 
change in the clinical course. She remained in 
a stupor, responding to painful stimuli by 
slight movements. Deviation of the eyes to 
the left, with increased muscular tone of the 
right extremities, were present for one 24 
hour period during this time. No other neuro- 
logic signs appeared. The fundi remained un- 
enanged. There was no evidence of intro- 
cranial pressure. 

Therapy was given as indicated in Chart 
1. Sulfadiazine was given intravenously for 
a total of 40 gm. in six days. High doses of 
penicillin were discontinued after three days 
and subsequently 300,000 units of procaine- 
penicillin were given intramuscularly twice 
daily to protect against secondary bacterial 
infection. Stilbamidine isethionate was given 
intravenously in a dose of 50 mg. the first 
day and 150 mg. daily on subsequent days of 
treatment. Due to difficulty in obtaining this 
agent, there were two interruptions in the 
course, and the patient received a total of 1.25 
gm. adrenocorticotropic hormone 20 mg. in- 
travenously daily as indicated. 

The patient was maintained on gastric tube 
feeding of 2000 calories daily. Urinary out- 
put remained adequate and frequent urinaly- 
sis showed no significant abnormality. Bromo- 


CHART 1 
Cells 550 130 58 149 155 
SEREBRO- Protein 468 510 
SPINAL Sugar 35 29 
FLUID 
Culture + + + 
BSP % Retention 22 
TREATMENT 
Penicillin 
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sulfalein test is recorded in Chart 1. A reten- 
tion of over 50 percent was noted on the 21st 
hospital day. 

Cultures of spinal fluid were consistently 
positive for C. neoformans. Bloody spinal 
fluid, presumably due to traumatic pro- 
cedures, precluded chemical studies late in 
the course. Spinal fluid pressure was not ob- 
tainable without jugular compression, when 
a free flow was obtained. 


On the 28th hospital day the patient’s tem- 
perature began to rise, accompanied by a fall 
in blood pressure. Twenty mgm. of actidione* 
were given intrathecally, but she expired with- 
in several hours. 

BACTERIOLOGY 

The organism isolated from this case was 
first observed in the counting chamber while 
performing a cell count of the cerebrospinal 
fluid. Gram-stain of the spinal fluid sediment 
revealed characteristic single-budding forms, 
and an India-ink preparation disclosed the 


Fig. 1—India ink preparation of cerebrospinal fluid 
sediment showing typical cryptococci. 


*Actidione was generously provided by Upjohn Co., Kala- 
mezoo, Michigan. 
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large, refractile gelatinous capsules. The or- 
ganism grew readily on Sabouraud agar at 
37° C. and at reom temperature, producing 
moist, confluent cream-colored colonies after 
3 days’ ineubation, which later became slimy 
and orange in color. Growth on blood agar at 
37° C. was slower, with similar type colonies. 
No mycelia were produced at room temper- 
ature. Microscopie preparations of young cul- 
tures showed single buds with short germ 
tubes. After further incubation, the identify- 
ing capsule was readily demonstrated. A 
single mouse injected intraperitoneally with 
0.1 ml., of cerebrospinal fluid sediment did 
not develop infection after two months. 

Susceptibility tests of the fungus to .var- 
ious antibiotics were carried out by the dise 
technic. The organism was resistant to the 
following: penicillin, aureomycin, terramy- 
cin, chloramphenicol, streptomycin, neomyein, 
viomycin, polymyxin, bacitracin, and erythro- 
mycin. A zone of inhibition was demonstraféed 
with actidione. 

Because of the reported suppressive effect 
of stilbamidine on blastomycosis in mice,” 
it was decided to investigate the effect of this 
drug against the eryptococcus isolated from 
the patient, both by in vitro and in vwo 
methods. 

In vitro sensitivity studies to stilbamidine 
isethionate were carried out by an agar plate 
technic. Serial twofold dilutions of the drug 
were prepared in Sabouraud agar plates, pH 
6.8, in coneentrations of from 400 micrograms 
to 25 micrograms per ml. of medium. The 
plates were then inoculated with 0.1 ml. of 
tenfold serial dilutions of a 4 day eulture of 
the ecryptococeus grown on Sabouraud agar 
and suspended in infusion broth. These in- 
ocula varied between 600 and 60,000 cells per 
0.1 ml. All plates were incubated at 37°C. for 
4 days, and read for the presence or absence 
of growth, Under these conditions, the erypto- 
coccus was inhibited by 200 micrograms of 
stilbamidine per ml. of culture medium, with 
all inocula. 

In vivo experiments were conducted by in- 
jecting a series of 20 gram white mice with 
the cryptococcus, and administering stilbami- 
dine under different dosage schedules. Four- 
teen mice were infected by tail vein injection 
of 6000 eryptococeus cells per mouse, and 14 
others by injection of 600,000 cells per mouse. 
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Five days were allowed for infection to de- 
velop, and treatment was started with stil- 
bamidine thereafter. The drug was prepared 
fresh daily in brown glass bottles, and dis- 
solved in isotonic sodium chleride solution. 
The mice were given daily intraperitoneal in- 
jections of the drug, in amounts of 0.1 milli- 
grams and 0.5 milligrams per mouse (equiv- 
alent to 5 mg. and 25 mg. per kg.), for 115 
days, or until spontaneous deaths occurred. 
Kight mice who were not infected, served as 
drug controls. The brains and Innes of 


Fig. 2——Antibiotic fungus on Saboraud agar streaked 
with cryptococcus. 


fected mice who died or were killed, served as 
drug controls. The brains and lungs of all in- 
fected mice who died or were killed, were cul- 
tured on Sabouraud agar, and any growth 
was examined microscopically with India ink 
preparations. 

One-half of the untreated mice given the 
lighter inoculum (6000 cells) died in 45-62 
days, with positive brain or lung cultures; 
while all of the untreated mice receiving the 
heavier inoculum (600,000 cells) died in 6-22 
days, with positive brain and lung cultures. 
There was no significant difference in the rate 
of survival of the infected mice treated with 
either dose of stilbamidine, over the untreated 
controls, Positive cultures were obtained from 
the brain and/or lungs of 75% of the stil- 
bamidine-treated mice. 

During the course of culturing mouse lungs, 
it was noted that a contaminating fungus had 
appeared on the Sabouraud plate, which 
showed an inhibitory effect on the eryptococ- 
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cus. This was further confirmed on trypticase 
soy agar plates streaked with the eryptococ- 
cus, and spot inoculated with the fungus. 
After 3 days’ incubation, an inhibition zone 
of 40-50 mm. was observed. Little inhibitory 
effect was observed against representative 
strains of several gram-positive cocci and 
gram-negative rods. 

That this observation is not unique is point- 
ed out by Kligman’s'? listing of at least 12 an- 
tibioties with anticryptococeal properties. The 
most effective in vitro were allicin, pleurotin, 
bacillomycin B and aectidione, the latter hav- 
ing an almost specific fungistatic action on 
eryptococci. It is surmised that the antibiotic 
produced by the contaminant described above 
is probably actidione. The fungus will be re- 
ferred to a soil microbiologist for further eval- 


uation. 
Autopsy FINDINGS 


Autopsy findings showed a slight patchy 
pneumonia, congestion of the liver and spleen, 
and hypoplasia of the adrenal glands. The 
cerebrum was grossly edematous; the edena 
extended into the pons and brain stem. There 
was no further gross evidence of brain or 
meningeal involvement. The cisternal fluid 
was clear and the subarachnoid spaces were 
clean and glistening; however, this is not un- 
usual in cryptococcosis, since a paucity of in- 
flammatory changes in the meninges is not 
infrequent.® 


The microscopic picture proved the organ- 
ism Cryptococcus neoformans, to be present 
in the subarachnoid spaces of the cerebrum, 
cerebellum, and medulla oblongata. Culture 
of cisternal fluid was also positive for erypto- 
coccus. 

The tissue sections, stained with hematoxy- 
lin and eosin, showed cells which appeared as 
foci of small foamy cellular areas with pale, 
rounded and ovoid ‘‘nuclei.’’ The foamy ap- 
pearance is due to the thick capsule of the 
fungus and the ‘‘nucleus’’ represents the or- 
ganism itself.* 

Because of the inadequate demonstration of 
the fungi by the routine stain, further sec- 
tions of tissue were stained by the Hotchkiss- 
MeManus stain. This staining technique was 
developed in 1948 and specifically adapted to 
staining of fungi in tissues®, formerly in- 
adequately demonstrated by available meth- 
ods. The H and M stain makes use of the 
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principle that the cell walls of fungi are com- 
posed of mixtures of cellulose and chitin. This 
is hydrolyzed by periodic acid, forming an 
aldehyde, which is then stained a brilliant 
magenta by the Schiff reagent. This makes the 
fungi stand out dramatically in tissue see- 
tions. The Hotchkiss-MeManus stain defined 
the fungi clearly that were suggested in the 
routine stain technique. Numerous aggregates 
of deep magenta, rounded and ovoid fungi 
were present surrounded by clear spaces rep- 
resenting the thick capsule of the organism, 
These fungi were surrounded in most in- 
stances by microscopic granulomata, showing 
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Fig. 3—Granuloma of cerebral meninges showi 
cryptococci. Hotchkiss-McManus stain. ( 201382 
slight fibrosis, round cell aggregates, and oc- 
casional giant cells. They were present in sec- 
tions of cerebrum, cerebellum, and medulla 
oblongata, located in the subarachnoid spaces. 
No evidence of eryptococciec involvement was 
found in cerebral tissue as can occasionally 
be found. The liver showed no evidence of 
either eryptococcic involvement or hepatic 
cellular damage. No other organ involvement 
could be demonstrated. 

Mice injected with stilbamidine were 
studied histologically to determine whether 
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any pathological changes were present in the 
tissues. These sections were of pooled organs 
(liver, spleen, kidney, brain) from four con- 
trol mice, four mice given 0.1 mg. stilbami- 
dine, and two mice given 0.5 mg. stilbamidine, 
which died in 90 and 105 days respectively ; 
the mice were all sacrificed at the end of 115 
days. The sections were stained with hema- 
toxylin and eosin. There were no demonstrable 
changes in the tissue examined that could be 
attributed to the possible toxicity of the drug. 
DiscussION 

Human infection by Cryptococcus neofor- 
mans has been reported in approximately 225 
eases, with over 80% of the patients having 
central nervous system involvement.® Twenty- 
three per cent of the patients have demon- 
strated expanding intracranial lesions, while 
many cases have leptomeningitis with or with- 
out granuloma elsewhere in the  body.* 
Seventy per cent of patients expire within 3 
month of onset of symptoms, and 86 per cent 
are dead at the end of one year,® although sur- 
vivals for as long as 9 years has oecurred.* 

There is no standard treatment for this 
central nervous system infection. Our patient 
remained on a remarkably static course for 18 
days, until 16 hours before death. During the 
period of stupor she failed to respond to sulfa- 
diazine, penicillin, adrenocorticotropie hor- 
mone, or stilbamidine. 

One patient treated with sulfadiazine is con- 
sidered cured.® ’® This result has not been 
duplicated. More recently, encouraging re- 
sults have been reported with the use of acti- 
dione. Wilson'' and Carton® have each appar- 
ently cured a patient, but approximately 13 
patients have failed to respond to actidione.® 

Because of the effectiveness of stilbamidine 
in the treatment of blastomycosis, '** '* a dis- 
ease due to a similar fungus, this drug was 
used in treatment of this patient. However, 
only 1.25 gm. were administered prior to 
death. The bromsulfalein retention increase 
between the 18th and 21st days may have 
been due to the effects of the stilbamidine. A 
fatality due to yellow atrophy of the liver as 
a result of stilbamidine has been reported.'* 

Schoenbach reported 3 patients with cryp- 
toeoccosis who did not respond to treatment 
with stilbamidine.'® He noted that stilbami- 
dine did not protect experimentally infected 
mice in doses below 250-500 mg. per kg. '® 

Other possible therapeutic approaches sug- 
gested by in vitro and animal studies include 
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fever therapy, and the combination of actidi- 
one and polymyxin B with concomitant use 
of an agent to render the eryptococcus capsule 
more permeable.'® Details of these methods 
are published elsewhere, ® '®* '7 as are compre- 
hensive reviews of current concepts of the dis- 
ease and its etiological agent. ® '® 17 18 
SUMMARY 

1. A ease of meningoencephalitis due to 
Cryptococcus neoformans is presented. 

2. The patient showed no response to treat- 
ment with penicillin, sulfadiazine, adreno- 
corticotropic hormone or stilbamidine. 

3. Stilbamidine did not alter the course of 
the disease in mice experimentally infected 
with eryptocoeci. 
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MANAGEMENT OF CAUSTIC BURNS 
OF THE ESOPHAGUS 
A Case Report 
JosePH Huaues, M. D.,* 
Wilmington, Del. 

Esophageal stricture caused by a caustic 
occurs all too often in children, The caustic 
is usually lye, a chemical used to clean clogged 
pipes. Children drink a solution of lye, mis- 


*Chief Resident in Surgery, Delaware Hospital. 


JANUARY, 1954 


taken for water or milk, when it is left in a 
common drinking utensil. Disastrous burns oe- 
cur around the lips, mouth, pharynx, and 
especially the esophagus. Burns in the mouth 
are extensive but they heal completely in a 
comparatively short time. However, burns in 
the lower pharynx and esophagus are deep 
and devastating, because the chemical has its 
longest contact here. Lye passing into the 
stomach is quickly diluted and neutralized by 
the hydrochloric acid of the gastric juice. 


EARLY TREATMENT 

Theoretically, acidic solutions such as vine- 
gar and lemon juice may be used to rinse the 
mouth and swallowed to neutralize the caus- 
tic. But, as a practical method, it is valueless. 
In the atmosphere of excitement and non- 
cooperation by the patient, such materials are 
not obtained quickly enough. Within minutes 
the damage is done. Burford et al.’ dem- 
onstrated this by using 10 to l5ce. of a 10% 
solution of lye, allowing it to remain in con- 
tact with the esophagus of dogs for only sixty 
seconds, After forty-eight hours, it was rather 
common to find all degrees of infection in the 
muscularis from small intramural abscesses to 
distinct phlegmons. Actual stricture formation 
was discernible after the second week and was 
definite before the end of the fourth week. 

Sipping a teaspoon of olive oil every half 
hour for the first twelve hours, and then every 
hour for twenty-four hours, will help to soothe 
the ulcerations of the lips and mouth. After 
the soreness of the mouth has subsided, a thin 
barium fluid swallow is done to determine the 
presence of esophageal burn. 

LATER TREATMENT 

Once the esophagus is strictured the patient 
becomes a chronic case. The normal tube has 
been permanently damaged and can only be 
corrected by surgery. Burford, Webb, and 
Ackerman! have operated on 17 strictures of 
the esophagus by different methods. If the 
stricture has been over 5 ems., an esophago- 
gastrostomy has been performed. In single lo- 
ealized strictures of less than 5 em., a local 
excision, with end-to-end anastomosis has been 
done. In 13 cases they did an esophagogastric 
anastomosis without a death. They felt that 
bouginage before the fourth week is hazardous 
and adds insult to injury by increasing tissue 
damage, augmenting or introducing infection. 
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During this period the esophagus should be 
given complete rest, and adequate doses of 
antibiotics should be administered. If, by the 
fourth week, a stricture is revealed by barium 
studies and a cautious endoscopic appraisal, 


Fig. 1—Patient, G. M., Case No. 166045. 8 yrs. of 

age August, 1953. This picture was taken shortly be- 

fore operation. Note the gastrostomy tube. There is a 

strong linen string passing through the mouth, esoph- 

agus and gastrostomy. This is used to pull the rubber 
dilators through the stricture. 


careful dilation is indicated. Minimal burns 
will probably respond to two or three judi- 
cious dilatations. However, if the lesion is ob- 
viously non-dilatable at the initial examina- 
tion, preparation should be made for resection 
and esophageal reconstruction. Gastrostomy is 
not necessary as a rule. The patient can be 
maintained nutritionally by peroral and/or 
oral routes. 

Burford et al.,! recommend that all es- 
tablished strictures of the esophagus should 
be treated as soon as possible by excision and 
either end-to-end anastomosis or esophagogas- 
tric anastomosis. 

The Salzer method of treatment, which con- 
sists of persistent bouginage of the esophagus, 
will not, as a rule, cure an established stric- 
ture. Sweet? reported a fatal case, the result 
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of an esophageal perforation by a bougie, re- 
sulting in mediastinitis and peritonitis. 
Gross* reports 23 patients with lye stric- 
tures treated. One had a resection. The others 
were dilated and the number of dilatations 


Fig. 2—Oct. 21, 1949. Lipiodal swallow showing the 
three strictures of the esophagus. 

ranged from one to fifty-nine. About half of 

the patients were partially cured, and ocea- 

sional dilatations were later necessary. The 

other half are still being treated by bouginage 

and the end is not yet in sight. 

In 1951, Paine* found that there had been 
only 18 patients reported in the American lit- 
erature with lye strictures of the esophagus 
which were resected. There was one fatality. 
Follow-up studies of the survivors were de- 
scribed as excellent or satisfactory. 

Case REepPort 

This report is of G. M., colored male, Case 
No. 166045. The boy drank one teaspoon of lye 
at 12:30 P. M. on September 21, 1949, when 
he was 4 years of age. He was treated with 
vinegar at the Delaware Hospital, but no lav- 
age was done. He returned home, where he 
refused to take fluids and eomplained of low 
abdominal pain. He was admitted to Memorial 
Hospital, at 1:30 A. M., on September 22, 
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1949, with a temperature of 103°F. He re- 
sponded to penicillin and was discharged on 
a soft diet September 30, 1949. The diagnosis 
was mouth and esophageal burns incurred by 
swallowing of lye solution. 

Following hospital discharge he had dys- 


Fig. 3—June 23, 1952. Barium swallow shows a stric- 

ture at the level of the aortic arch. This permitted only 

a trickle of barium to pass into the distal two-thirds of 

the us. There is marked dilatation above the 
point of stenosis. 


vhagia and was unable to retain any adequate 
nourishment. He was admitted to the Del- 
aware Hospital on October 18, 1949, The next 
day a chest x-ray was negative. Several days 
later a lipiodal swallow showed a fairly nar- 
row obstruction at the level of the Ist thoracic 
vertebra 1 em. long. There was another con- 
striction from the 5th to the 7th thoracic ver- 
tebra, and a third constriction just above the 
dome of the left diaphragm. Using a fluoro- 
scope, a catheter was passed through the first 
obstruction but it failed to pass through the 
second obstruction. On October 31, 1949 a 
Witzel type gastrostomy was done. Bouginage 
was started and frequently repeated. He 
weighed 28 pounds and was taking a soft diet 
on December 22, 1949. 
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On July 1, 1950 G. M. was transferred to 
Doris Memorial Hospital because of an out- 
break of measles in the Delaware Hospital 
children’s ward. The patient was readmitted 
to Delaware Hospital on July 10, 1950, and 
then dilatations were done once or twice week- 


Fig. 4—Sept. 7, 1953. Lipiodal swallow 11 days after 
esophago-gastrostomy shows fistulous tract at site of 
anastomosis. 


ly. At times the patient ran a little fever, 
caused by mediastinitis. He was dilated so 
that a #30 bougie could be passed, Contin- 
uous efforts were made to dilate his stricture 
for eighteen months from his initial admis- 
sion. It was then felt that no progress was 
being made and he was transferred to the Jef- 
ferson Medical College Hospital, in Philadel- 
phia, for further study and treatment on Feb- 
ruary 1, 1951. 

G. M. was readmitted to the Delaware Hos- 
pital on July 6, 1951, his condition practically 
unchanged. Repeated bouginage was again in- 
stituted, but it failed to maintain a satisfac- 
tory lumen for any appreciable length of time. 

On December 29, 1952, an esophagoplasty 
was performed, at which time the esophagus 
was found to have a thickened fibrotic con- 
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stricted area about 2 em. long in the mid- 
thoracic portion. This was divided vertically, 
then closed transversely. 

A right thoracotomy with pneumolysis was 
performed on January 6, 1953. The patient 
had developed a fistula from the esophagus 


Fig. 5——Sept. 22, 1953. and film was 
taken 10 minutes later. No evidence of leakage of the 
contrast material at the site of anastomosis. The 
severed Miller-Abbott tube can be noted in bowel. 
This tube was passed two days later. 


and a pyothorax developed, which was 
drained. The patient remained. febrile from 
December 30, 1952, to January 21, 1953, and 
repeated bouginage was again started. 

On August 18, 1953, x-ray studies were 
done and a barium swallow showed a stenotic 
area in the mid-portion of the esophagus be- 
ginning at the 4th thoracic vertebra and ex- 
tending to the upper border of the 6th thor- 
acic vertebra, measuring about 34% cm. The 
proximal third of the esophagus was dilated, 
the lower third did not show any evidence of 
stenosis. Laboratory studies showed normal 
chemistries and blood count. 

A right thoracotomy was done on August 
26, 1953. The lung was found to be bound to 
the pleural wall very firmly with adhesions 
and it was impossible to dissect the lower and 
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middle lobes intact. The lung was torn in 
many places and several veins were lacerated, 
but the bleeding was controlled. The medias- 
tinum was opened and the esophagus was dis- 
sected free for its entire length in the chest. 
the abdomen was by 


Fig. 6—Oct. 13, 1953. Picture shows incision well 
healed. 


the incision down to the left side, and the 
gastrostomy was excised. The stomach was 
mobilized with great difficulty and brought 
up into the chest, after dilating the hiatus. 
The esophagus was divided obliquely at about 
the level of the third thoracic vertebra and 
was anastomosed to an opening made in the 
stomach. The operation took seven and one 
half hours, and 4000 ec. of blood plus 1000 ee. 
of glucose in water were given intravenously. 

The patient did well for four days post- 
operatively and the Levin tube was removed on 
the third day, after which he started to drink 
fluids. However, on the fourth day, he drank 
considerable amounts of fluid, contrary to our 
orders, and he was seized with a vomiting at- 
tack. From then on his condition became poor. 
He developed considerable drainage from the 
chest. The Levin tube was re-inserted and con- 
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tinuous suction was used, both on his gastric 
and pleural drainage. The patient was fed in- 
travenously through a polyethylene tube in- 
serted into a vein. He slowly improved. How- 
ever, his temperature ranged from 100° to 
104°. On September 1, 1953 a barium swallow 
was given, which showed a fistula between the 
esophago-gastric anastomosis and the pleural 
cavity. On September 7, 1953, a lipoidal in- 
jection was made into the stomach through 
the Levin tube and the fistula was demon- 
strated. A Miller-Abbott tube was inserted on 
September 10, 1953, and in forty-eight hours 
passed into the jejunum. Nutrition was given 
through the tube. 


On September 21, 1953, a barium swallow 
was done and no fistula could be demonstrat- 
ed, An attempt was made to remove the Mil- 
ler-Abbott tube, but it was unsuccessful be- 
cause the bag of mercury was in the cecum. 
We were unable to aspirate the mercury from 
the bag. Traction was put on the tube for ap- 
proximately two hours and x-ray showed the 
position unchanged. It was decided to cut the 
tube and let it pass, which it eventually did 
on September 24, 1953. The patient was 
afebrile and put on a soft diet. Antibiotics 
were stopped. He is now on a full diet. He 
occasionally complains of pain in the upper 
abdomen after eating more than he should. 
However, this pain soon subsides. 

SUMMARY 

The patient has been in the hospital slightly 
over four years. A gastrostomy performed on 
October 31, 1949 was functioning most of this 
time. Repeated bouginage made it possible for 
the patient to swallow liquid food, but he 
would have been unable to do so if dilatations 
were not repeated. During this time it was 
necessary to feed him through the gastrostomy. 
His weight rose from around 28 pounds at the 
time of the first admission to 54 pounds on 
August 25, 1953. One month after the oper- 
ation his weight was approximately 49 
pounds. On October 12, 1953, it was 52% 
pounds. His hospital bill, to Oetober 12, 1953, 
was $8,861.42. 

CONCLUSION 

This case, I believe, confirms the opinion of 
Burford et al' that surgical resection is the 
eure for an established lye esophageal stric- 
ture. I agree with Dr. Richard H. Sweet? 
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when he says: ‘‘I believe that bouginage has 
been much overdone and that surgical extirpa- 
tion is a method which is followed by bril- 
liant success in many of these cases.’’ I am 
deeply grateful for the inestimable help af- 
forded by Dr. Frank T. O’Brien. 


REFERENCES 

1. Burford, T. H., Webb, W. R., Ackerman, L.: Caustic 
Burns of Esophagus and Surgical Management, Ann. 
Surg., 138: 453-460, Sept. 1953. 

. Sweet, R. H.: In Discussion of Reference 1, p. 460. 

‘ , R. E.: Surgery of Infancy & Childhood: 119-1°A. 

. Paine, J. R.: Excision of os Lye Stricture of the 
Esophagus, N. Y. St. Jour. Med., 51: 2628, 1951. 


Pwr 
= 


A CASE REPORT OF SUDDEN DEATH 
WITH AMNIOTIC FLUID EMBOLISM 
S. Hassuer, M. D.,* 
and 
S. W. Rennig, M. D., 
Wilmington, Del. 

In 1941 Steiner and Lushbaugh reported 
finding amniotic fluid contents in the pul- 
monary vessels of eight patients who died sud- 
denly during labor. In control cases where 
death occurred from known causes, the above 
findings were absent. Since this initial report 
other cases have been reported from time to 
time; and this entity has been established as 
a cause of sudden death during labor or early 

peurperium. 

The traumatic experience of sudden ma- 
ternal death in a patient apparently healthy 
and happy but a short time before is cause for 
careful re-evaluation of the handling of such 
a case. 

A review of the literature reveals a pattern 
of facets which are associated with this entity. 
These are: (1.) amniotic fluid embolism usual- 
ly oeeurs in patients in the older age group; 
(2.) multipara are most frequently encoun- 
tered; (3.) pre-natal course is usually uneom- 
plicated; (4.) there is a frequency of post- 
term pregnancies with above average-sized 
fetuses; (5.) labor is usually characterized by 
strong or tetanic uterine contractions; (6.) 
the presence of one or more of the findings 
of toxemia are frequently present, as albu- 
minuria, excessive weight gain, visible edema 
of the lower extremities, some degree of hyper- 
tension even though moderate. (7.) the pat- 
tern of demise is unusually constant. The in- 
itial symptoms are restlessness and chilly sen- 
sations followed rapidly by dyspnea and cyan- 
osis. A profound shock develops rapidly and 
irreversibly in spite of heroic therapy inelud- 
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ing blood, oxygen, fluids, stimulants, ete. (8.) 
Diagnosis is made by demonstration of amni- 
otie fluid content and meconium in the small- 
er pulmonary vessels. These elements may be 
present in the vessels of other organs as well. 

The gross findings of this condition are not 
striking. 

The pathogenesis is not clearly understood, 
but the consensus of opinion seems to favor 
the entry of amniotic fluid into the circulation 
via the abnormally open uterine vessels, either 
decidual or myometrial. Leary and Hertig 
found squamous cells within the placenta or 
its membranes in 14 cases and state that care- 
ful examination of the placenta and mem- 
branes in cases of amniotic fluid embolism 
may shed light on the mechanism of entry of 
the fluid into the general circulation. 

In their original reports Steiner and Lush- 
baugh attributed the sequelae of amniotic 
fluid embolism to anaphylactic shock. East- 
man re-emphasized this concept and called at 
tention to the early studies on anaphylactic 
shock by Hanzlik and Karsner. 

Case REPORT 

D. M. A., (Delaware Hospital #175043) 
was a 33 year old, gravida 7, para 3. She was 
admitted to the hospital October 18, 1950, at 
1 P. M. The pregnancy was at term and the 
patient had mild contractions for approxi- 
mately 24 hours previous to admission. The 
initial blood preessure was 120/82. Fetal 
heart sounds were normal. The presenting 
part of the fetus was vertex at the level of the 
spines. The cervix was soft and was 3 em. 
dilated. Pitocin, ten minims, in 500 ee. 
5% glucose in sterile water was started. This 
was administered 25 drops per minute and 
was discontinued as soon as regular contrac- 
tions were established. Labor proceeded nor- 
mally and the patient was taken to the deliv- 
ery room when almost fully dilated. The 
patient delivered spontaneously at 4:23 P. M. 
under nitrous-oxide plus oxygen anesthesia. 
Placenta was expelled intact. There was a 
small cervical laceration found upon inspec- 
tion. This was closed with interrupted chromic 
00 catgut. The uterus contracted fairly well 
at first; then relaxed intermittently. Several 
clots were expressed about thirty minutes 
post-delivery. Fundal massage with intra- 
venous ergotrate and intramuscular pitocin 
failed to hold the uterus firmly contracted. 
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Vaginal bleeding persisted im mederate 
amount. There was a persistent vaginal eoae 
and an intra-uterine pack was inserted. This 
seemed to control the ooze fairly well. Five 
per cent glucose in sterile water with one am- 
pule of pitocin in 1000 ee’s solution was start- 
ed. The patient complained of headache with 
a rather severe backache. This was associated 
with much threshing about on the table. An- 
algesics, demerol, 50 mg., two doses at short 
intervals, and morphine sulfate, gr. 1/6, were 
not effective. The patient went into irrevers- 
ible shock rapidly (in spite of heroic efforts 
which ineluded bilateral eut-downs of vems in 
both ankles with the administration of bloed 
under pressure). The patient expired at 8:45 
P. M. 

Past history as given by her family phy- 
sician revealed that she had had mild hyper- 
tension ranging from 144/70 to 128/70 durmeg 
her pregnancy and that her blood pressure 
had been even higher prior to the present 


pregnancy. There was also a trace of albumin 


noted in records on August 24. 

An autopsy was obtained. The peritoneal 
cavity contained no excessive fluid. The uter- 
us was intact. The fundus was at the level of 
the umbilicus. The intra-uterine packing was 
still within the uterine cavity. The heart 
weighed 370 gms. and there was an increase 
in the epicardial fat. The organ was a bluish 
red-brown in color, and flabby in consistency. 
The myocardium was pale reddish-brown and 
flabby. No dilatation of the ventricles was 
noted. No abnormality was noted of the mitral 
and tricuspid valves. There was an area of 
subendoecardial hemorrhage on the posterior 
wall of the left ventricle measuring 5.5x4x5 
em. The coronary openings were patent and 
the coronary arteries were soft and patent. 

The right lung weighed 490 gms. The left 
lung weighed 480 gms. The surface was 
smooth and shiny and grayish-blue in color. 
On the right lower lobe there was a deep 
bluish-purple area about 7x8.5 em. Cut sec- 
tion of the upper lobe was pink, crepitant. 
The left lung was partially collapsed. On the 
lateral border of the lobe there is a purple 
area of atelectasis measuring about 3 em. in 
diameter. The surface of the left lung was 
purple, mottled blue and gray. The cut see- 
tion reveals dark pink-red tissue. 

The other organs were not remarkable. See- 


ie 
if 
4 
| 
> 
=: 
ce 
: 
3 
i 
. 
| 
; 
7 
| 
| 
| 
| 
‘ . 


ie 


14 DELAWARE STATE MepicaL JOURNAL 


tions of the organs were sent to Dr. Arthur 
T. Hertig and Dr. Kistner of Boston, who re- 
ported finding typical epithelial squames and 
other material probably derived from amniotic 
fluid in the blood vessels of the lung sections. 


% 


Fig. 1—Small pulmonary vessels showing amniotic 
squamous cells in lumen. 

Because this patient was a resident of Mary- 
land, a complete report was requested by the 
Committee of Maternal and Child Welfare of 
the State of Maryland. It was the opinion of 
this Committee that this case was one of sud- 
den death associated with amniotic fluid em- 
boli. 

DISCUSSION 

A similar condition of acute obstetrical 
shock can occur in abruptio placenta as in 
amniotic fluid emboli. Sehneider, Engstrom, 
and Braden showed these two conditions have 
different etiologies. In aminotic fluid 
emboli the condition is limited to the pulmon- 
ary circulation, and may be either self limit- 
ing or fatal. 

In abruptio placenta, with the injection of 
tissue extract into the maternal blood stream, 
severe shock may ensue with intra-arterial 
emboli forming, and not limited to the pul- 
monary circulation. 

Schneider et al. produced these two condi- 
tions experimentally, and also produced the 
hemorrhagic effects in both conditions, an 
acquired defect in the coagulation mechanism. 
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It was shown that the mechanism in each case 
is just opposite. 

In amniotic fluid emboli there is a massive 
release of heparin, resulting in bleeding and 
inability of the blood to coagulate. In 
abruptio placenta the mechanism is a fibrino- 
penia caused by the injection of tissue extract 
into the maternal circulation, and results in 
an intravascular coagulation or deposit of 
fibrin on vessel walls. 

Both conditions may produce acute cireu- 
latory failure and right heart dilatation. 

SUMMARY 

1. A ease of sudden death associated with 
amniotic fluid is presented. 

2. The present knowledge of the patho- 
gerisis of amniotic fluid emboli is that there 
are pulmonary vascular occlusions, with pro- 
duction of heparin, vasospasm, and acute 
right heart dilatation. 

3. With shock caused by abruptio placenta 
the pathogenesis is the injection of tissue 
juices into the maternal circulation, deposit- 
ing of fibrin on vessel walls and hemorrhagic 
diathasis. 

4. Treatment is supportive in both con- 
ditions. 

a. Replace blood loss from secondary 
hemorrhage, but no excessive transfusion, 
especially in amniotic fluid emboli where 
pulmonary circulation is already embarrassed. 

b. Artificial respiration with positive 
pressure. 

ce. The use of Parenogen, a purified human 
fibrinogen, (now available) in those cases of 
hypofibrinogenenemia caused by abruptio 
placenta, 

d. Papaverine to abolish spasm of pul- 
monary vessels. 

e. Prophylaxis—allowing all amniotic 
fluid to drain off to prevent reoccurrence of 
emboli. 

f. Prophylaxis — delivery of abruptio 
placenta patients, without added labor, by 
caesarean section. 

5. If the shock is severe cardiac failure 
may result with death following. 
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SURGICALLY PRECIPITATED ADRENAL 
CORTICAL INSUFFICIENCY IN A 
PATIENT PREVIOUSLY RECEIVING 

CORTISONE 
BERNADINE Z. PautsHock, M. D.,* 
Wilmington, Del. 

That the administration of cortisone results 
in alteration of adrenal-pituitary function has 
been well established. Cortisone administra- 
tion, by inhibition of endogenous ACTH, 
leads to adrenal hypoplasia. Thus sudden 
withdrawal of cortisone may result not only 
in relapse of the disease being treated but in 
frank adrenal insufficiency. 

Since 1952, when the first postoperative 
death occurring as a result of adrenal insuf- 
ficiency in a patient who had previously been 
receiving cortisone was reported, there have 
been two similar case reports, making a total 
of four cases. }» 2» * All of these patients were 
afflicted with chronie rheumatoid arthritis, for 
which they were receiving cortisone prior to 
surgery. 

Because of these cases it was suggested that 
supplemental adrenal steroids be given pre- 
and postoperatively to all patients with a his- 
tory of prior cortisone therapy and that such 
patients be carefully watched postoperatively 
for signs of adrenal cortical insufficiency.* 

Recently at the Delaware Hospital, a simi- 
lar case of postoperative peripheral vascular 
collapse occurred in a patient who had been 
receiving cortisone for several years but who 
received no cortisone for three days prior to 
surgery. Therapy with cortisone and with 
adrenal cortical extract reversed the syndrome 
of hypotension, clammy pallor, and oliguria. 
This patient, unlike all of the previously re- 
ported cases, survived her episode of acute 
adrenal cortical insufficiency. 

Case Report 

The patient, a 37 year-old white female, has 
suffered chronic rheumatoid arthritis for 20 
years. The arthritic process is generalized, in- 
volving bilaterally her elbows, wrists, hands, 
knees, hips, and tempero-mandibular joints. 
On October 20, 1953 she was admitted to the 
Delaware Hospital for arthroplasty of her 
right knee which had been fixed in flexion for 
two years. 

Her family history is of interest in that her 
mother and a maternal aunt also had rheuma- 
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toid arthritis of comparable severity. The 
patient’s 16 year-old son has had two bouts 
of rheumatic fever. 

For the past three years she has been receiv- 
ing oral cortisone in a dosage of 50 to 100 
mgm per day. After one year of cortisone 
therapy, the patient noticed that her face had 
assumed a rounder contour. 

In December, 1952, an uneventful cholecyst- 
ectomy for chronic calculous cholecystitis was 
performed. Preceding this operation, her 
maintenance dosage of cortisone, 75 mgm per 
day, was continued, as well as 20 mgm per 
day of D.O.C.A. These medications were re- 
sumed the first postoperative day. 

In June 1953, she had another uneventful 
vospitalization during which arthroplasty of 
her left elbow was performed. Prior to surg- 
ery her maintenance dosage of 100 mgm of 
cortisone was continued and it was resumed 
immediately postoperatively. 

Before this present admission on October 
20 she was taking 100 mem of cortisone daily. 
None was administered to her during the three 
days preceding her operation on October 23. 
The operative procedure was performed under 
ether-cyclopropane-nitrous oxide anesthesia of 
90 minutes duration. No intravenous fluids 
were administered during the surgery. Her 
pulse rate was 60 per minute at the beginning 
and 70 per minute at the end of the surgical 
procedure; blood pressure was not recorded 
during surgery but on return to the ward the 
nurses’ notes report a blood pressure of 
110/70 with a pulse rate of 72. 

During the first postoperative night the 
nursing staff was unable to obtain the pa- 
tient’s blood pressure or radial pulse and she 
began to vomit and sweat profusely. Her skin 
was cold and clammy and her pulse rate was 
138. Her vomiting and hypotensive state con- 
tinued and a medical consultation was re- 
quested. Approximately twelve hours after the 
hypotensive state was first noted therapy for 
adrenal insufficiency was instituted. 300 mgm 
of cortisone were given by mouth and 100 
mgm intramuscularly. At the same time 20ce 
of aqueous adrenal cortical extract were ad- 
ministered intramuscularly. The intravenous 
route would have been preferred but no veins 
were available and at that time it was decided 
to defer venous cutdown unless no response 
was obtained to the oral and intramuseular 
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medications. At this time a few beats were 
auscultable with a sphygmomanometer at 70 
mm. and her apical pulse rate was 140. By 
catheterization one and one-half hours later 
90 ee of urine were obtained. A Foley catheter 
was left indwelling and urine output mea- 
sured half-hourly. For the next three hours, 
urinary output averaged 15 ee per hour and 
the patient’s cold, clammy state persisted. 
Her pulse rate increased to a high of 176 per 
minute. Throughout this time she remained 
conscious and alert but complaining of cold 
and nausea. 

Eight hours after the administration of the 
oral cortisone a venous cutdown was per- 
formed and 1000 ce of 10% invert sugar in 
0.9% sodium chloride was administered. To 
the infusion were added 40 mgm of ACTH 
and 20 ce of adrenal cortical extract. During 
the next two and one-half hours her half- 
hourly urine output totaled 5 ec, 40 ec, 70 ce, 
120 ce and 150 ee. Her blood pressure one hour 
after the intravenous infusion was begun was 
98/70. In two hours it was 110/80. By three 
hours it had increased to 140/80 and has re- 
mained at that level. Her tachyeardia de- 
creased gradually during the next 48 hours. 

‘ortisone administration by mouth was con- 
tinued at eight hour intervals with a total 
dosage of 475 mgm the first day, 225 mgm the 
second day, and 150 mgm the third day, with 
a more gradual decrease to 574% mgm daily. 
For the first three days a ten hour infusion 
of 20 mgm of ACTH was given in addition to 
the cortisone by mouth. 

SUMMARY and CONCLUSIONS 

1. Withdrawal of cortisone may precipitate 
total adrenal cortical insufficiency due to the 
adrenal cortical atrophy secondary to corti- 
sone administration, especially when the 
patient is subjected to the additional stress 
of surgery. 

2. Any patient who has been receiving cor- 
tisone and who subsequently requires surgery 
should continue to receive cortisone, prefer- 
ably in increased dosage, prior to and follow- 
ing the operative procedure. 

3. A ease is reported of adrenal insuffi- 
ciency, occurring postoperatively in a patient 
with prior cortisone therapy, which was suc- 
cessfully treated with cortisone and adrenal 


cortical extract. 
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A SIMPLE SAFE SUBSTITUTE 
FOR SUBCAPSULAR NEPHRECTOMY 
Case Reports 
Brice 8. VAuuett, M. D.,* 
Wilmington, Del. 

It is hoped that description of the fore- 
going title of this short paper will neither 
provoke risibility nor insult the finer sensi- 
bilities. 

Case 1. In 1940 a middle-aged negro male 
was seen in our out-patient clinic having suf- 
fered with urethral stricture and urinary 
tract infection for the past 25 years. Second- 
ary anemia was present, and the urine showed 
the presence of B. coli and B. pyocyaneous. 
In 1936 he had had treatment for a lung ab- 
scess. His stricture was now dilated under 
spinal anesthesia and a permanent catheter 
placed in the urethra and bladder. X-ray re- 
vealed multiple caleuli of the right kidney and 
two caleuli in the left renal pelvis. Ten days 
following the urethral dilatation a left 
nephrotomy was performed, the caleuli re- 
moved, and the left ureter explored with a 
ureteral catheter from above downward. 

Three weeks later the following procedure 
was carried out in the right renal area. A 
conventional linear oblique right loin incision 
was carried down to the kidney and a sub- 
capsular nephrectomy begun due to the great 
infiltration of the false capsule and renal 
pedicle but carried no farther than the renal 
hilus, where two clamps were placed across 
the pedicle site. Fearing that. the clamps might 
slide off the pedicle if the kidney were cut 
away, it was decided to leave the kidney in 
situ. This was done and the wound left open. 
Six days later the necrotic kidney was cut 
away, the clamps removed and a secondary 
closure of the wound carried out. The patient 
made a good recovery and was referred to 
the clinic for follow up. 

Case 2. A stout, short-waisted white male 
57 years of age was admitted to the hospital 
with typical signs and symptoms of pros- 
tatism and left renal colic. Six days follow- 
ing nephrotomy and removal of a calculus 
from the left kidney, blood made its appear- 
ance in the urie. On the 12th postoperative 
day cystostomy was done to evacuate blood 
clot. Bleeding continued for another week 
before it was decided to explore the left kid- 
ney. The recent kidney incision was reopened, 
the kidney mobilized sufficiently to allow em- 
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placement of two clamps, the kidney was left 
in situ and the wound left open. One week 
later the necrotic kidney was cut away, the 
clamps removed from the region of the ped- 
icle and secondary wound closure carried out. 
Two months later he underwent perineal 
prostatectomy and is alive and well at this 
writing, 12 years later. 

Case 3. A middle-aged white female was 
admitted to the hospital with a badly infeeted 
left kidney with a cherrysized caleulus im- 
pacted at the ureteropelvic junction. At oper- 
ation, in attempting to isolate the upper 
ureter, it came away from the renal pelvis. 
After partial mobilization of the kidney, two 
clamps were placed across the renal pedicle, 
the kidney left in situ and the wound left 
open. Secondary closure of the wound was 
done 11 days later. Atelectasis of the right 
lung following the first operation delayed the 
operation of secondary closure. A draining 
sinus persisted in the flank and x-ray revealed 
the fact that our clamps had been placed be- 
tween the calculus in the renal pelvis and the 
kidney. She finally made a good recovery fol- 
lowing sinusectomy and removal of the cal- 
eulus. 

Case 4. A 36 year old white female was 
admitted to the hospital with pain in the right 
side of the abdomen, vomiting and marked 
oliguria. The blood urea nitrogen was 28 mg. 
% . At eystoscopy no urine could be recovered 
from the left kidney. A heavy cloudy urine 
was recovered from the right renal pelvis and 
a +8F ureteral catheter left in the right renal 
pelvis for drainage and irrigation. Urinary 
culture revealed B. proteus vulgaris. There 
was a history of surgery on the left kidney for 
ealeuli 3 yrs. previously, and a gall bladder 
operation 8 years ago. She improved on 
catheter drainage and a pyelogram revealed 
two ealeuli in the right renal pelvis with an 
accompanying hydronephrosis. Four days 
later a right pelviolithotomy was carried out 
and the ealeuli removed from the pelvis. Two 
weeks later she was discharged from the hos- 
pital with the advice to return in a few weeks 
for removal of the left kidney. 

She returned in 3 months, but while await- 
ing surgery on her kidney, she developed 
marked jaundice. Subsequently cholecys- 
tectomy and appendectomy were carried out. 
During convalescence a cystoscopy revealed 
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a plug of mucopus in the left ureteral orifice, 
but no urine from this side. Clear urine was 
obtained from the right side. A left pyelo- 
gram revealed no definite outline of pelvis 
or calices, but rather the appearance of a very 
large cavity partially filled with exudate 
with opaque medium surreunding and mixed 
with the exudate. Patient was again dis- 
charged from the hospital and importuned to 
return for her renal surgery after a brief rest 
at home. 

Two months later she was admitted with 
fever and marked tenderness over the left 
costovertebral angle. The hemoglobin had 
fallen to 64%, the proteus organism was still 
present in the urine, but the blood urea nitro- 
gen was normal (llmg.%). Nine days after 
admission the old sear in the left flank was 
excised and the left kidney exposed. It pre- 
sented as a grossly infected organ. In the 
region of the pedicle the tissues were decided- 
ly rubbery. Three clamps were placed across 
the renal pedicle site with some difficulty, the 
kidney left in situ and the wound left open. 
Seven days later the necrotic kidney was cut 
away, but it was necessar. to reapply clamps 
due to the rubbery consistency of the pedicle. 
The clamps were removed after another week 
and the wound closed around 3 Penrose 
drains. A small fecal fistula developed at the 
bottom of the wound but sealed off in several 
weeks. The patient was kept in the hospital 
for another menth and at the time of dis- 
charge had gained considerable weight, as 
well as noticeable uplift in morale, 

Case 5. A 47 year old white male of short 
stocky stature was admitted to the hospital 
with right flank pain. For the past two and 
one half years there had been repeated at- 
tacks of renal colic associated at times with 
hematuria. There was nothing remarkable in 
the physical examination excepting poor den- 
tal hygiene. B.P.104/72. Hemoglobin 95%. 
WBC 5800. B.U.N. 15mg. %. Urinalysis: I 
plus albumin; no sugar; 1-2 R.B.C.’s; 10-12 
W.B.C.’s; amorphous urates. A diagnosis of 
venal calculi of the right kidney was made. At 
operation there was an increased amount of 
perirenal fat densely adherent to the kidney 
and renal pedicle. The kidney was grossly in- 
feeted and cyanotic. The renal pelvis (intra- 
renal in type) was opened and two calculi ex- 
tracted from its interior. Due to its low viabil- 
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ity the ureter was slightly torn at the uretero- 
pelvie junction. 

Finally nephrectomy was decided upon, 
considering the apparent low vitality and in- 
fection of the kidney. As the pedicle was short 
and thick two clamps were placed across it 
and the kidney left in situ. Vaseline gauze 
was placed between the kidney and the walls 
of the wound and the wound left open. One 
week later the necrotic kidney was cut away 
and the pedicle clamps removed. As_ the 
patient had had a stormy time since his first 
Gperation and was now oliguric, secondary 
closure of the wound was not done at this 
time. One week after removal of the clamps 
the entire wound surface was freshened and 
the wound closed over one cigaret drain. 
Patient discharged in good condition on his 
27th hospital day. 

COMMENT 

While the foregoing procedure may substi- 
tute for intra- or subeapsular nephrectomy it 
may also be classed as a modification of extra- 
capsular nephrectomy of which Hugh Young 
wrote: ‘‘This is often quite difficult to do 
and, in fact, is rarely accomplished in lumbar 
cxtraperitoneal nephrectomy.’’ While the pro- 
cedure smacks of crudeness it may be life- 
saving by virtue of its speed of application 
and avoidance of prolonged dissection in bad 
risks. SUMMARY 

Two short-stage operations are proposed 
for nephrectomy in appropriate cases in lieu 
of the more lengthy one-stage intra- or sub- 
capsular type where prolonged dissection is 
difficult and hazardous. There is a minimum 
of dissection in an infected field, blood loss is 
negligible, and good wound drainage is facili- 
tated. Five personal cases are reported, with 
recovery in all. 


CLINICOPATHOLOGIC CASE REPORT 
S. H. Jr., M. D.* 
Joun G. Hires, M. D.,* 
and 
Park W. Huntineton, Jr., M. D.,** 
Wilmington, Del. 
Presentation of Case*** 
S. H. Guupert, Jr., M. D.: This 38-year old, 
colored, female patient was admitted on 9/26- 
/52 with the chief complaints of grippe and 
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***Delaware Hospital Case No. 195091, presented at Staff 
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weight loss over a period of three months. 
She stated she had been in her usual health 
until about 10 weeks prior to admission when 
she experienced the symptons of grippe, which 
consisted mainly of cough. Her symptons sub- 
sided after 2 weeks. However, the cough per- 
sisted and became productive of several tea- 
spoonstul of whitish sputum daily, but no 
blood. Studies at another hospital, including 
bronehoscopie examination and roentgenologie 
examination of chest were performed, after 
which she was told her right lung was col- 
lapsed and she was confined to bed. During 
this time she also complained of sharp abdom- 
inal pain in the right upper quadrant, radi- 
ating around the rib margin to the right and 
up into the right side of her chest. Weight 
loss until the time of her admission amounted 
to 20 povads. On admission the abdominal 
pain had subsided. 

Past Medial History: Typhoid fever at the 
age of 7 or 8 years. ‘‘Growth removed from 
the back of the hand 5 years prior to this epi- 
sode.’’ Systemic review and family history— 
non contributory. 

Physical Examination: On admission phys- 
ical examination revealed her to be a 38 year 
old negress who appeared ill, but in no acute 
distress. Temperature 99°; pulse 112; and 
respiration 32. Head and neck were normal. 
(hest: limitation of motion on right with ab- 
sent breath sounds and flat pereussion note 
also limited to right hemithorax. There was a 
slight shift of trachea to the right. Heart: not 
enlarged, sinus tachyeardia, rate 112, no mur- 
murs noted, blood pressure 115/85. Abdomen : 
muscle resistance to palpation on right, other- 
wise normal findings. The remainder of the 
examination was negative. There was no men- 
tion of lymphadenopathy. 

Laboratory Studies: R.B.C. 5.1 million; 
Hgb. 16.1 ems; W.B.C. 6,900; polys-seg 54; 
bands 6; lymphs 28; and monos 12. Serology 
was reported as follows: Kolmer-Wassermann 
anticomplimentary ; Kahn standard 3 plus, 4 
plus and 4 plus, and Mazzini 2 plus; on 10/6 
Kolmer-Wassermann negative. Urinalysis re- 
vealed trace of sugar. X-ray report on 8/27: 
‘*the entire right lung field shows exclusive, 
extensive small scattered nodules throughout. 
Cardiae shadow shifted to left.’’ EKG 8/27— 
rate of auricles and ventricles 136, and of nor- 
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mal sinus origin. Low voltage in limb and 
unipolar leads. Small Q waves present in V 
leads. Deep S wave in V 2-3, high in V 4-5-6, 
but diphasic. On 8/29 a thoracentesis was per- 
formed resulting in 100 ¢.c. of clear, yellowish 
brown fluid which was studied for acid-fast 
organisms which were not found either on 
stained smear or after 4 days and 30 days of 
culture. Fluid negative for tumor cells. On 
9/6 a second thoracentesis yielded 550 c¢.c. of 
clear, yellowish brown liquid. PPD #1 and 2 
done with PPD + 2 resulting in a plus 1 
positive, after 48 hours. On 9/13 thoracentesis 
yielded 650 e.c. of dark amber cloudy fluid. 
On 9/15 repeated studies on pleural fluid and 
gastric washings were reported negative for 
acid fast bacilli and tumor cells. Repeat PPD 
+1 was questionably positive and strepto- 
mycin and PAS therapy were instituted. On 
9/16 bone marrow was reported as normal. 
Marrow culture was negative for tubereu- 
losis. 

X-ray reported less fluid on right, marked 
thickening of parietal pleura and collapsed 
upper lobe on right. EKG reported as essen- 
tially unchanged. RBC 4.6 million; Hgb. 12.7 
gms.; WBC 9,100; polys seg 62; bands 5; 
lymphs 24; monos 8; and eosin. 1. The patient 
followed a relatively static course showing 
little or no improvement. She continued to 
have persistent tachycardia; signs of accumu- 
lation of fluid in right chest. There was one 
febrile episode lasting one day, at which time 
her temperature reached 101.8° and subsided, 
apparently spontaneously. On another occa- 
sion she experienced nausea and vomiting 
which was alleviated by discontinuing PAS 
(started 9/13 in dosage of 3 gm. q.i.d.—dis- 
continued 9/17). Venous pressure and arm to 
tongue circulation time were 65 m.m. and 12 
seconds respectively. 


On 10/5 the patient suddenly began to com-. 


plain of loss of motion in the right side. Ex- 
amination done at that time revealed right 
hemiplegia with hyperactive reflexes and 
equivocal Babinski. ‘‘ Loss of facial control on 
left.’’ Spinal tap revealed clear fluid under 
40 m.m. water pressure. Spinal fluid protein 
43; sugar 125; chloride 760; trace Pandy, and 
negative cell count. 

Her blood sugar rose from 133 to 216 to 218 
mg.% on successive days. Following the para- 
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lytic episode patient regained some strength, 
but the next day she rapidly became dyspneiec 
and the symptoms of shock supervened, from 
which the patient never recovered. She ex- 
pired at 11:15 P. M. on 10/7. 

DIFFERENTIAL DIAGNOSIS 

Dr. John G. Hipps: This is the case of a 38 
year old colored female who was said to be in 
her usual state of good health until ten weeks 
before admission to this hospital on August 9, 
1952. The only positive symptoms given were 
the productive cough and a twenty pound 
weight loss over the preceding ten weeks. She 
gave a history of typhoid fever at the age of 
seven or eight years and removal of a growth 
from the back of the hand five years previous- 
ly. Other than this the systemic review, past 
medical history and family history were essen- 
tially negative and non-contributory. 

Before proceeding further with the discus- 
sion I would like to mention briefly a tech- 
nique in physical diagnosis which I learned 
while in medical school. Dr. Sehnabel of the 
Philadelphia General Hospital used to teach 
the University of Pennsylvania medical stu- 
dents this approach to the physical diagnosis 
of the patient. He would tell us to walk up to 
the bed side and, from observation alone, try 
to learn as much about the patient as possible. 
From these facts we were to try to infer what 
some of the symptoms and signs might be. I 
am not referring here to the ‘‘snap diagnosis 
technique’’ but rather to utilization of the 
faculty of observation. Following this, we were 
to obtain the chief complaint and see if and 
how it supported inferences made from these 
observations at the bedside. This history of 
present illness was then taken. At this point 
Dr. Schnabel felt that if a good history had 
been taken, a differential diagnosis could be 
formulated which would include the respon- 
sible disease. The physical findings, labora- 
tory studies, course of the disease and pathol- 
ogy findings could then be utilized to rule in 
or out those conditions listed in the differen- 
tial diagnosis. If this approach were used in 
this case we could pause at the end of the his- 
tory of present illness and consider the facts 
that are known about the patient. They are: 
(1) she is a 38 year old colored female; (2) 
symptoms of grippe for two weeks, ten weeks 
before admission; (3) right upper quadrant 
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abdominal pain radiating into the chest; (4) 
the persistant productive cough; (5) the so- 
called ‘‘eollapsed right lung’’; (6) twenty 
pound weight loss over a three month period ; 
(7) growth removed from hand five years pre- 
viously. 

Let us now see if we can list a differential 
diagnosis with the hope that it includes the 
disease responsible for bringing this patient 
to the speedy attention of the pathologist. A. 
Primary pulmonary disease. (1) tuberculosis. 
(2) Bronchogenice carcinoma. (3) Lung ab- 
seess. (4) Bronchiectasis. B. Intra-thoracie 
disease other than pulmonary, with special 
emphasis on the mediastinum. (1) Hodgkin’s 
disease. (2) Lymphosarcoma. (3) Benign 
mediastinal tumors. C. Extrathoracic disease. 
(1) Structures adjacent to the chest. (a) Sub- 
phrenie abseess. (b) Hepatoma. (¢) Abdom- 
inal malignancy. (2) Metastatic disease. (a) 
Carcinoma of the breast. (b) Carcinoma of 
the thyroid. (¢) Careinoma or sarcoma from 
some unknown primary site. (d) Malignant 
melanoma. (e) Hypernephroma. 

I am sure many other conditions could be 
listed here, but I have listed only those which 
to me seem most likely. 

To go on with the physical findings we have 
a patient who, upon admission to the hospital, 
appeared ill but in no acute distress. She had 
a temperature of 99 degrees, pulse of 112, 
respirations were 32, and the blood pressure 
was 115/85. Examination of the chest re- 
vealed limitation of the right hemithorax with 
absence of breath sounds and flatness to per- 
cussion over the right side. The trachea was 
shifted slightly to the right. There was muscle 
resistance to palpation on the right side of 
the abdomen. Other than these findings the 
physical examination was apparently neg- 
ative. 

These findings are all non-specific but they 
do enable us to rule out certain diseases listed 
in our differential diagnosis. The absence of 
any fever argues against an infectious condi- 
tion such as: tuberculosis, lung abscess, bron- 
chiectasis, and subphreniec abscess. The chest 
findings probably indicate pleural effusion or 
collapse of some degree, or both, with possible 
mediastinal shift to the right. This pathology 
would not likely be found in lung abscess, 
bronchiectasis and subphrenic abscess, It does 
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not, however, point to any specifie disease we 
have previously listed. 

Having assumed the rest of the physical ex- 
amination to be negative, we can feel relative- 
ly safe in ruling out carcinoma of the thyroid 
and breast. Since there is no mention of splen- 
omegaly or generalized lymphadenopathy, a 
lymphoma is an unlikely possibility in this 
patient. One must be cautious about ruling 
out Hodgkin’s disease on this basis, however. 
A localized form of this disease has been de- 
scribed where the process may be entirely con- 
fined to the mediastinum and lungs. In this 
type pulmonary infiltration may oecur result- 
ing in atelectasis and pleural effusion and run 
a rapidly fatal course. 

The laboratory findings at the time of ad- 
mission are helpful, like the physical findings, 
in a negative sense. The red count was 5.1 
million, the hemoglobin 16.1 grams and the 
white count 6,900, with a normal differential. 
The normal white count supports the ruling 
out of an infectious process with the possible 
exception of tuberculosis. Urinalysis was re- 
ported as negative except for a trace of sugar. 

X-ray of the chest on the first day after ad- 
mission revealed that the entire right lung 
field was obscured by a massive amount of 
fluid in the right pleural space. The left lung 
showed extensive small nodules scattered 
throughout and the cardiac shadow was shift- 
ed to the left. The films show a diffuse uni- 
form density throughout the entire right lung 
field. This is probably a massive effusion and 
there does not appear to be any atelectasis or 
infiltration visible through the density. Before 
I saw these x-rays I felt from the description 
of the infiltration of the left lung, that it 
sounded more like a metastatic malignancy 
than tuberculosis. I am not so sure of this 
point now because the lesions are not very 
diserete and are quite small. However, I be- 
lieve I would still favor a malignant process. 
Thoracentesis was done on four occasions dur- 
ing the patient’s course in the _ hospital. 
Amounts ranging from 100 to 6500 ce were 
obtained. This fluid was clear, yellowish 
brown on all occasions except one, at which 
time it was cloudy and dark amber. The pleu- 
ral fluid was smeared and cultured each time 
for tubercle bacilli and tumor cells and was 
negative on all occasions. 
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Gastric washings were also negative for 
tumor cells and acid-fast bacilli. The patient’s 
serology was done three times and was re- 
ported as positive, negative and doubtful. 
Since this finding is equivocal it will not be 
given any consideration here. Even if definite- 
ly positive it would be of little significance. 
EKG was done twice and both tracings showed 
no significant abnormalities. There was a sinus 
tachycardia with a rate of 136. 

The bone marrow was reported as normal, 
and marrow culture was negative for tuber- 
culosis. 

A repeat CBC showed no significant change 
and bears out the conclusions made from the 
study done just after admission. 

The PPD was, at best, only weakly posi- 
tive, although this does not necessarily rule 
out tuberculosis. It is well known that the 
skin test may not become positive for a mat- 
ter of months. One might expect it to be 
strongly positive in this case, however, be- 
cause the disease turns out to be so over- 
whelming and rapidly fatal. 

A second x-ray reported less fluid on the 
right, marked thickening of the parietal 
pleura and collapse of the right upper lobes. 

We now have all the available laboratory 
data at our disposal. The x-ray picture that 
we have seen could easily mean primary or 
metastatic carcinoma or tuberculosis. I do 
not believe it argues very strongly for a 
lymphoma or or hypernephroma and certain- 
ly not for a benign mediastinal tumor. One 
might expect to recover acid-fast bacilli or 
tumor cells from this patient if tuberculosis 
or malignancy were responsible. However, it 
is again common for pleural fluid to be nega- 
tive for acid-fast in cases which eventually 
prove to be tuberculosis. This disease must 
have been considered a strong possibility in 
this patient since she was put on streptomy- 
cin and PAS about two weeks after admis- 
sion. This is a practice that is a common 
and readily accepted one, especially in the 
presence of idiopathic pleural effusion, and 
many patients similar to this have been treat- 
ed in the chest clinie of this hospital where the 
etiology remained obscure. We now turn to 
the patient’s course in the hospital for fur- 
ther help in trying to arrive at the correct 
diagnosis. Her course was a relatively static 
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one with persistent tachycardia and signs of 
accumulating fluid in the right chest. There 
was a single febrile episode with a tempera- 
ture of 101.8 degrees lasting for one day and 
subsiding spontaneously. She then sudden- 
ly developed a cerebrovascular accident on 
her 39th hospital day as manifested by a 
right hemiplegia. At this time a spinal tap 
was done. The pressure was found to be 40 
mm. of water. Spinal fluid protein was 
slightly elevated to 43, the chlorides were 
760, the cell count was negative and the sugar 
was considerably elevated to 125 mgms. per- 
cent. Her blood sugar was seen to rise from 
133 to 216 to 218 mgm. per cent on three 
successive days. Two days following the 
cerebrovascular accident she suddenly became 
dyspneiec and went into shock from which she 
did not recover. 

The most striking feature of this patient’s 
disease is the rapidity with which it ran its 
course. This, of course, must be kept in mind 
in considering what the disease process is. 
It makes us think that whatever the condi- 
tion is, it is of very virulent character or, at 
least, has behaved in this case in a way that 
is not usual for the disease. 

The spinal fluid and blood sugar findings 
are interesting to speculate on and may in- 
dicate several things. It might be due to a 
stress response with increased mobilization 
of sugar from the liver. Elevated blood 
sugar is not uncommon in cerebrovascular ac- 
eidents. A story might also be made for islet 
tissue destruction thus implicating the pan- 
creas as the possible site of a silent primary 
carcinoma. 

We are left at this point with what is prob- 
ably a non-infectious disease process which 
caused the death of a young colored female 
in a relatively short time. It is impossible 
to completely rule out some conditions pre- 
viously mentioned, but with all the informa- 
tion that is available, I would like to offer as 
the most likely responsible disease; a metas- 
tatic carcinoma, probably from the abdomen. 
I think this disease entered the chest by di- 
reet spread or hematogenously, or both. The 
silent primary site may have been the colon, 
pancreas, or liver. I do not feel that tubereu- 
losis, bronchiogenie carcinoma and malignant 
melanoma can be safely ruled out on the basis 
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of the evidence on hand and would like to 
offer them as second, third and fourth possi- 
bilities, respectively. 

CLINICAL DIAGNOSIS 

1, Metastatic carcinoma of lung, primary 

in abdomen, 

2. Tuberculosis. 

3. Bronchiogenie carcinoma. 

4. Malignant melanoma. 

PATHOLOGICAL DISCUSSION 

Dr. Huntington: At autopsy the perito- 
neum was studded with numerous small 
white nodules, There was a firm, 1 em. nodule 
in the tail of the pancreas. Small white no- 
dules were present in the omentum. Several 
mesenteric lymph nodes were enlarged. 

The right lung was completely collapsed 
and was bound to the diaphragm by thick 
fibrinous bands. The right lower lobe bron- 
chus was thickened and tumor appeared to 
have invaded the mucosa in this area. 

There was a 1.0 x 2.0 em. area of softening 
in the left cerebrum involving the putamen 
and globus pallidus. 

Microscopically the tissue taken from the 
area of the right bronchus proved to be a 
bronchiogenic carcinoma of adenomatous pat- 
tern. The nodules of the peritoneum, pan- 
creas, and mesentery were metastases from 
the primary lung carcinoma. 

PATHOLOGICAL DIAGNOSIS 
Primary Bronchiogenic Carcinoma 


SUCCINATE-SALICYLATE IN 
TREATMENT OF ARTHRITIC DISORDERS 
A. Bruscu, M.D.,* 

Grorce F. Keenan, M.D.,” 

Artuur F. Sargent, M.D.,° 
Joserpu A. Dorgan, M. D.,” 
and 
L. A. Grasse, M. D.,4 
Cambridge, Mass. 


The present study was undertaken to de- 
termine the comparative value of acetyisali- 
eylie acid and a compound of calcium succi- 
nate and acetylsalicylic acid* in the treatment 
of rheumatic disorders. 


The value of acetylsalicylic acid in these 
conditions is well established. The pharmaco- 
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logical basis relating to the action of saliey- 
lates has undergone considerable revision in 
recent studies. In the past salicylates have 
heen considered generally as analgesies and 
antipyretics. This action has definitely been 
proven. It has also now been found that their 
action is due, in part, to stimulation of the 
pituitary-adrenal system.! 


Several undesirable side-effects have been 
attributed to the use of salicylates in general 
and to acetylsalicylic acid as a member of this 
group. Gastro-intestinal disturbances, im- 
paired hearing, tinnitus, and rashes have been 
prominently mentioned. In addition, certain 
biological changes have been observed, such as 
alteration in the CO, combining power, as 
well as an increase in prothrombin time with 
attendant bleeding tendencies. 

Some reports have been published relating 
to the advantages of a succinate-salicylate 
combination over acetylsalicylic acid in treat- 
ing rheumatic disorders.” * In the present 
study, we have attempted to evaluate the com- 
parative therapeutic value of the two agents, 
as well as the side-effects produced, both 
being given in comparable amounts, i.e., the 
total salicylate dosage was the same for the 
two preparations. The tablets of the succinate- 
salicylate combination contained 2.8 grains of 
calcium succinate and 3.7 grains of acetylsali- 
eylie acid. The acetylsalicylic acid was dis- 
pensed in 5-grain tablets. The initial dosage 
used was 24 tablets (6x4 i.d.)of the suecinate- 
salicylate and 18 tablets (6x3 i.d.) of the 
acetylsalicylic acid in the cases of rheumatoid 
arthritis, and half of the above amounts in 
eases of osteoarthritis. Equal dosage was em- 
ployed in the various other categories. 

The total number of subjects studied was 
233, divided into groups as follows: 

Succinate- Acetylsalicylic 


Groups salicylate Acid 
1. Rheumatoid arthritis 26 14 
2. Osteoarthritis ............ 61 25 
3. Miscellaneous 
a. Fibrositis .............. 15 5 
b. Gouty arthritis .... 3 1 
c. Arthritis 
unspecified ........ 32 10 
d. Neuritis and 
neuralgia .......... 31 10 
168 65 


The distribution of patients between the 
two types of treatment was unevenly divided 
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as to number but not as to extent, 
severity, or duration of disease, but rather 
because a majority had previously been under 
salicylate therapy. Over 55 per cent of the 
total fell in the 51 to 70 year age group. Diag- 
nostic and therapeutic results in the rheuma- 
toid group were recorded following the 
standards established by the American Rheu- 
matism Association based on the work of 
Steinbrocker, Traeger and Batterman.* The 
patients studied were unequally divided as to 
sex; females predominated in the ratio of 5 
to 1 in both the rheumatoid and osteoarthritic 
groups. The duration of symptoms or signs 
averaged approximately 314 years in Groups 
1 and 2. The location and extent of lesions is 
given in Table I. 


TABLE I 
Groups1&2 Group3 Aspirin 

Upper ex- 

tremities includ- 

ing shoulder 

girdle ...... 5 29 8 
Lower ex- 

tremities, includ- 

27 19 8 
Spine ........... 19 41 5 
Multiple ...... 34 20 8 


With one or two exceptions all of these 
patients had received various forms of treat- 
ment prior to this study. The majority were 
previously given salicylates in various forms, 
or in combination with other drugs. 

Previous TREATMENT 

Of the total number of cases studied 171 
had received previous treatment. All of those 
in Group 1 and 2 represented patients in 
which other therapy had produced only fair 
or poor results. Twelve cases, 6 of rheumatoid 
arthritis and 6 of osteoarthritis, were given 
codeine grains ¥% four times a day for ten 
days before the test was undertaken. This was 
done to study the effect of an analgesic agent 
other than salicylates or salicylate combina- 
tions in these two conditions. The relief ob- 
tained with codeine in the dosage given af- 
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fected the factor of pain only and for rela- 
tively brief duration. No improvement in mo- 
bility or in objective signs such as swelling 
was observed, and the sedimentation rate re- 
mained unchanged. 

LABORATORY DATA 

In all of the rheumatoid and osteoarthritic 
groups, a urinalysis, C.B.C., prothrombin 
time, and sedimentation rate were performed 
prior to treatment. Blood chemistry, blood 
uric acid level, and other studies such as 
B.M.R., ete., were performed where indi- 
cated. The CO* combining power was 
studied in four subjects in both groups. 

All subjects were followed at intervals of 
from 1 to 2 weeks, the total period of observa- 
tion averaging 62 daus. 

RESULTS 

Since various conditions were studied, we 
have divided the results into three major cate- 
gories, namely: rheumatoid group; osteoarth- 
ritic group; and miscellaneous group. We be- 
lieve it is of interest, as well, that the relief 
and improvement observed followed a rather 
set pattern. The improvement in symptoms 
and objective findings occurred in the follow- 
ing order, namely: swelling, pain, and im- 
ereased mobility. 

The over-all results cf treatment were 
divided according to the three groups above. 
In the rheumatoid group the breakdown was 


as follows: 

TABLE II 

Number Good Fair Poor 
Succinate-salicylate 26 23 (885%) 2 1 
Acetylsalicylic acid 14 8 (57.1%) 1 §& 
As for the osteoarthritic group, Table III 
evidences the results: 

TABLE III 

Number Good Fair Poor 
Succinate-salicylate 61 56 (918%) 2 3 
Acetylsalicylic acid 25 9 (36.0%) 6 10 


The results of treatment in the remainder of 
the cases observed are shown below for the 
category previously referred to as the Miscel- 
laneous Group: 


TABLE IV 

Succinate-salicylate Acetylsalicylic acid 

Total Good Fair Poor Total Good Fair Poor 
Gouty Arthritis 3 3 0 0 1 1 0 0 
Fibrositis ...... 15 13 2 0 5 3 1 1 
Neuritis and Neuralgia 31 0 627 3 1 10 8 1 1 
Unspecified Arthritis 32 24 6 2 10 6 2 2 

(82.7% ) (69.2% ) 
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Consolidation of all Groups is shown in 
Table V. 


TABLE V 
Number Good Fair Poor 
Succinate- 
salicylate 168 146 15 7 
(86.9%) ( 8.7%) ( 44%) 
Acetylsali- 
cylic acid 65 35 11 19 


(53.8%) (16.8%) (29.4%) 
It was also observed that for all groups the 
succinate-salicylate therapy brought prompt 
relief of pain and for protracted periods. 
Sipe-Errects 
Side-effeects were noted with both types of 
medication, with the following order of kind 


and frequency : 
TABLE VI 
Succinate- Acetylsali- 
salicylate cylic acid 


cases 30 of 168 28 of 65 
6 of 168 8 of 65 
Vomiting ...... ES ee 1 of 168 6 of 65 
0 of 168 1 of 65 
eS 0 of 168 5 of 65 


In the suecinate-salicylate group, receiving 24 
tablets, any nausea was of brief duration, hav- 
ing been noted in the first 3 to 5 days of treat- 
ment in all but one case, in which this symp- 
tom persisted for 12 days. The majority of 
patients was able to continue the medication 
at the established level. The dosage was re- 
duced to 18 tablets per day in 24 cases, Ten 
of this number increased to the initial level 
within one week. In the group receiving 
acetylsalicylic acid side-effects were much 
more pronounced ; furthermore a reduction in 
dosage to 50% of the initial level was re- 
quired in 20 of those receiving 90 grains of 
acetylsalicylic acid per day, principally be- 
cause of gastro-intestinal disturbances. 
SEDIMENTATION RATE 


A definite decline in the sedimentation rate 
was noted in the group under succinate- 
salicylate treatment. This change is repre- 
sented in the following bar graph: 
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Uniform and rather rapid decrease in 
sedimentation rate was observed in all 
except one case (carcinoma). 

In the group on acetylsalicylic acid therapy, 
improvement was also observed. The decline 
was less marked, and failure of decline was 
noted in some instances. This may be account- 
ed for by the difficulty expressed in maintain- 
ing a dosage level equivalent to that employed 
in the suecinate-salicylate group. 

PROTHROMBIN TIME 

The factor of prothrombin time was studied 
in the two groups, and the following results 
were observed. In the succinate salicylate 
group in no case did the level rise above the 
established normal of 15 seconds. 

In the acetylsalicylic group the prothrom- 
bin time rose above 15 seconds in three cases: 
two at 19 seconds and one at 17 seconds. 

MosiLity 

The following table shows the percentage 
improvement in mobility measured by stand- 
ard goniometric tests. 


TABLE VII 
Rheumatoid and Osteoarthritis 
Succinate Acetylsali- 
Salicylate (87) cylic Acid (49) 
Over ............-. 28 2 
Over 257% ........ 54 31 
Under 207 ............ 5 16 
COMMENT 


Calcium succinate has been under investiga- 
tion as a catalyst and is generally regarded as 
playing a role in tissue metabolism as 
measured by oxygen utilization.” Investiga- 
tion has indicated that the use of calcium sue- 
cinate reduces the toxicity of salicylates pre- 
venting a fall in prothrombin level.* The 
present study lends support to this thesis. In 
all cases receiving the succinate-salicylate 
combination the prothrombin time remained 
within normal limits. Since, in some of the 
eases receiving acetylsalicylic acid, the pro- 
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thrombin time was prolonged, the inference 
must be drawn that the difference is due to 
the presence of calcium succinate in the 
formula. 

Since the suecinate-salicylate combination 
produced far better results in this study than 
acetylsalicylic acid alone, it must be conelud- 
ed that the inclusion of calcium succinate dit- 
ferentiates this formulation markedly from 
aspirin. Furthermore, (although we do not 
understand its pharmacology) it seems evi- 
dent that calcium succinate not only enhances 
salicylate activity but is in itself an active in- 
gredient. 

The results obtained with both forms of 
medication indicate that they are suppressive 
in action. The previous trial with codeine in 


8 of those under study did not reveal any 
change other than relief of pain which was of 


a temporary nature and recurred between 
doses. In the majority of patients treated for 
60 days or more there was no recurrence of 
signs two weeks after withdrawal of the sali- 
cylate succinate combination. 


It is of interest that, in the majority of 
patients, reduction of swelling was concomit- 
ant with relief of pain. With the group re- 
ceiving succinate-salicylate this was more 
frequent and generally more complete than 
with the group receiving acetylsalicylic acid. 


Since the course of rheumatoid arthritis is 
unpredictable a ‘‘eure rate’’ cannot be es- 
tablished while the treatment remains non- 
specific, but in our experience it seems evident 
that in general the dosage of salicylates in 
rheumatic disorders has generally been too 
small to obtain effective suppressive action. 
Also, since previous treatment at levels below 
30 grains per day were relatively ineffective, 
this failure has often been due to side-effects 
produced by these preparations when given in 
amounts sufficient to produce more than 
simple analgesie action. 

The patients receiving the succinate-salicy- 
late combination were able to tolerate high 
dosage for several weeks with a higher pro- 
portion of excellent results than were obtained 
with aspirin or other forms of salicylates. 
Even in those patients who were able to take 
90 grains of acetylsalicylic acid per day the 
results were less favorable than in the succi- 
nate-salicylate groups. Until such time as more 
effective remedies are found we feel that this 


DELAWARE MeEpIcAL JOURNAL 25 


combination effectively suppresses active 
manifestations of rheumatoid and osteoarth- 
ritic states in the vast majority of patients 
with a minimum of side-effects and almost 
complete absence of ‘‘ withdrawal symptoms.’’ 
SUMMARY 

From the above findings certain facts 
emerge. There was definite improvement in 
both groups. However, the results with the 
succinate-salicylate combination were definite- 
ly superior for the following reasons: 

1 Adequate amounts could be administered. 

2. Relief of pain, as well as objective im- 
provement, was greater with the suc- 
cinate-salicylate combination. 

3. Fewer and milder side-effects were noted 
for the dosage employed. 

4. No abnormal prolongation of prothrom- 
bin time even after 68 days of succinate- 
salicylate. 

CONCLUSION 


1. Comparison of the therapeutic effect of a 
succinate-salicylate combination and acetyl- 
salicylic acid in rheumatie states revealed the 
former to be superior, both from the stand- 
point of therapeutic efficacy and lower tox- 
icity. 

2. The results obtained show that the effect 
provided by the succinate-salicylate combina- 
tion was of a more lasting nature and affects 
the disease process itself, as well as affording 


‘symptomatic relief, 


3. The results also show that this suecinate- 
salieylate formulation combines safety and ef- 
ficacy, permitting wide use both for treatment 
and maintenance without the excessive super- 
vision required in many other forms of ther- 
apy. 

REFERENCES 


1. Van Cauwenberge: Lancet 2:374, 1951. 

2. M.M. Szucs: Ohio St. Med. Jour. 43:1035, 1947. 

3. F. Bach: Brit. Med. Jour. Sept. 13, 1952, p. . 

4. Steinbrocker, O., Traeger, C. H., and Batterman,, R. C.: 
Therapeutic Criteria in Rheumatoid Arthritis, JAMA 
140:659-662 (June 25) 1949. 


CONF 
(Concluded from Front Cover) 
A SAFE SUBSTITUTE FoR Sus- 
CAPSULAR NEPHRECTOMY, Brice S. 
Vallett, M. D., Wilmington, Del. 16 
CLINICOPATHOLOGIC CASE Report, S. H. 
Gilbert, Jr.. M.D., John G. Hipps, 
M.D., and Park W. 
M.D., Wilmington, Del. 18 
SUCCINATE-SALICYLATE IN TREATMENT OF 
ArRTuHRITIC Disorpers, Charles A. 
Brusch, M.D., George F. Keenan, 
M.D., Arthur F. Sargent, M.D., 
Joseph A. Dorgan, M.D., and L. A. 
Grasse, M.D., Cambridge, Mass. 22 
EDITORIALS | 
OBITUARY 


“ig 
i 

| 

| 


26 DELAWARE State MepicaL JouRNAL JANUARY, 1954 
GOVERNMENT BUSINESS is 14,127,733 

World Health Organization ........ 2,993,000 

BIG BUSINESS Pan American Sanitary Bureau 1,320,000 


In Special Report #11 (Oct. 21, 1953) the 
Washington office of the American Medical 
Association presented a list of the medical 
and health budgets of all federal agencies. 
The federal government operates or partici- 
pates in more than 60 varied health, medical 
and related programs scattered among at 
least 19 different departments, independent 
agencies and commissions. Few people would 
realize that the cost is in excess of one and 
three quarters billion dollars. 

Here are the operating budgets to finance 
activities from July 1, 1953 to July 1, 1954: 


Department of Health, Education and Welfare %340,553,000 
Office of Vocational Rehabilitation . $23,655,500 


Food and Drug Administration .... 6,250,000 
Children’s Bureau See 31,525,000 
Bureau of Public Assistance ...... 50,000 ,000 
1. Old Age Assistance 
2. Blind 
3. Needy permanently disabled 
4. Dependent Children 
U. 8. Public Health Service 
1. Office of Surgeon General .... 2,900 ,000 
2. Tuberculosis Control ....... 6,000 ,000 
3. Venereal Disease Control ..... 5,000,000 
4. General Assistance to States .. 13,250,000 
5. Communicable Disease Control 5,000,000 
6. Engineering, Sanitation & In- 
dustrial Hygiene 3,162,500 
7. Alaska (Disease and Sanite- 
tion Control) 1,082,000 
8. Hospitals and Medical Gane. 33,100,000 
9. Foreign Quarantine Service . 2,900,000 
10. National Institute of Health . .. 71,153,000 
a. National Cancer 
Institute $20,237 ,000 
b. Mental Health In- 
stitute 12,095,000 
¢. National Heart In- 
ute 15,168,000 
Dental Health In- 
stitute 1,740,000 
e. Microbiological 
Institute 5,738,000 
f. Institute for Neu- 
rological Dis- 
eases 
ness. .. . 500,000 
g. Institute of Ar- 
thritis and Meta- 
bolic Diseases ... 7,000,000 
h. General Funds 
(Research Grants) 4,675,000 
11. Construction 
65 ,000 ,000 
12. ‘Construction Gvents 
13. Hospital Construction Admin- 
Veterans Administration $747 ,415,264 
Administration (Dept. Medicine & 
New Construction and Contract 
Supply Depot Operations .......... 1,350.000 
Centract Hospitalization .......... 20,583,100 
92,677 ,900 
Medical Education and Training... 1,300,000 
Department of Defense ................6555555, 533,311,000 
Army Medical Service ............ 238,994,000 
Navy Medical Services ............ 161,429,000 


Airforce Medical Services ......... 132,801,000 
Asst. Secy. 87,000 


Bureau of Employees’ Compensation 8,500,000 
Health and Safety Program ...... 460 ,000 
Foreign Operations Administration Technical 
Department of Interior ................ 27,258,600 
Bureau of Indian Affairs ........... 21,400,000 
Alaskan Mental Health ........... 798 ,600 
Department of Commerce ............... eee 621,000 
Mureau of Standards .......... 300,000 
Civil Aeronautics Administration .. 321,000 


Department of the Treasury, Bureau of Narcotics 2,790,000 


Department of Justice, Bureau of Prisons ...... 1,326,000 
Independent Offices 68,019,600 
‘National Science 8,000,000 
Federal Civil Defense Admin. ..... 26,650,000 
Atomic Energy Comm. (medical) 26 ,565 ,000 
Health Resources Advisory Com- 
National Advisory Committee to 
Selective Service ............ 265,000 
Panama ee Zone (medical) ..... 5,448,600 
Federal Trade Commission (medical) 1,000,000 
Commission on 
Relations 500,000 
Commission en of the 
of the Govern- 
500,000 
vederal Employees Health Programs 6,000,000 


When anyone is confronted by the immen- 
sity of the above figures, as tabulated, there 
is certainly need to pause and reflect. The 
United States government has definitely be- 
come vitally interested in the health needs 
of the nation, and, indeed, of the whole world. 
Small wonder that certain individuals are 
tempted to gain control of such appropria- 
tions. And it is also apparent that there is 
some basis for the thinking of those who 
would establish a Department of Health in 
the U. 8. Cabinet. Many of these funds are 
matched, wholly or in part, by the individual 
states. These figures represent the money ap- 
propriated by the first session of the 83rd 
Congress. Keep at least the size of these 
amounts in mind. Federal medicine has be- 
come big business. . 

Editorial, J. Towa M. Dec. 1953 


The keystone of every public health en- 
deavor must always be the private practi- 
tioner of medicine, who must rely on the local 
health department for assistance. If the 
health department is properly organized and 
carries out the objective for which it was 
designed, it will support and improve the 
private practice of medicine. Vlado A. Get- 
ting, M. D., J.A.M.A., Sept. 26, 1953. 
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THe Montu IN WASHINGTON 


Washington, D. C., Jan. 8, 1954—Although 
the budget, defense and farm policy are 
monopolizing Washington headlines, Con- 
gress 1s paying more than casual attention to 
the health and social security fields. In these, 
as in other legislative areas, it has for its 
guidance a specific program, laid down by 
President Eisenhower in his various messages 
during the first few weeks of the session. The 
duestion now is whether this closely-divided 
Congress will have the time and/or the in- 
clination to follow through on everything 
the Administration wants. 


Before Congress settled down to its task, 
the President met with a group of American 
Medical Association leaders, who diseussed 
with him the Association’s position on sever- 
al important pieces of legislation. Present at 
the White House meeting, in addition to Mr. 
Eisenhower and Sherman Adams, Assistant 
to the President, were AMA President Ed- 
ward J. MeCormick, Trustees’ Chairman 
Dwight H. Murray, President-Elect Walter 
B. Martin, and Washington Office Director 
Frank E. Wilson. 


Congress got into the health and welfare 
field with no waste of time. Within five days 
after Congress reconvened the House Inter- 
state and Foreign Commerce Committee, un- 
der the chairmanship of Rep. Charles Wolver- 
ton (R., N. J.), began an exhaustive series 
of hearings on voluntary health insurance, 


further evidence that the Administration is 
determined to get some action in this diree- 
tion. 


Chairman Wolverton as long as four years 
ago was interested in legislation to help pre- 
paid insurance programs extend their cover- 
age and inerease their benefits. In 1950 he 
incorporated his ideas in a bill, but it was 
not acted upon by the committee and was not 
revived until this year. Now the atmosphere 
is much more favorable for Mr. Wolverton’s 
proposal. Not only is he chairman of the 
committee and his party in control of Con- 
gress, but his ideas have strong support from 
the Administration. 


Basically the Wolverton idea is an FDIC 
for voluntary health imsuranee. In about 
the same way the Federal Deposit Insurance 
Corporation insures bank deposits up to a 
certain limit, the Wolverton program would 
insure (or re-insure) various types of hos- 
pital, surgical, and medical insurance pro- 
grams. The proposal is for the federal gov- 
ernment to set up a national health insurance 
underwriting corporation. To keep the cor- 
poration going, the member plans would con- 
tribute a certain percentage of their gross 
receipts, possibly 2%. 

With the national corporation underwriting 
unusual risks, the individual programs could 
offer catastrophie or ‘‘complete’’ coverage. 
By sealing individual premiums to the family 
income, the member plans also could offer 
protection to families with very low incomes. 
The national corporation would pay possibly 
two-thirds of each subseriber’s claim in excess 
of, say, $500 or $1,000 in any one year. 

Another piece of legislation, receiving 
favorable attention, also would help families 
with their medical expenses—a proposed 
liberalization of income tax deductions al- 
lowed for medical expenses. Under present 
law, only that part of medical expense ex- 
ceeding 5% of taxable income may be de- 
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ducted. The pending legislation would drop 
this to probably 3 per cent, and raise or 
eliminate the maximum limit. In past years 
scores of bills pointed in this direction have 
been introduced. If this is incorporated in 
the general tax overhaul legislation, it is be- 
lieved to have a good chance of enactment. 

Secretary Hobby’s Department of Health, 
Edueation and Welfare is firmly behind a 
proposal to have the federal government show 
more leadership in vocational rehabilitation 
of the handicapped. At this writing it is too 
early for any good indication as to whether 
physicians will be brought under social se- 
eurity. The Administration’s bill would 
blanket in most self-employed groups, in- 
eluding dentists, attorneys, architects and 
farmers, in addition to physicians. Rep. Carl 
Curtis (R., Neb.), chairman of the subcom- 
mittee which investigated social security, ap- 
parently feels the same way. However, a 
substantial number of the members of the 
House Ways and Means Committee, which 
must pass on the bill, are known to feel that 
compulsion should not be used on. groups 
that do not want Old Age and Survivors 
Insurance, 

From all indications available during the 
first few weeks of Congress, a showdown 
fight may be unavoidable on medica) care 
for military dependents. Defense Department, 
with support from the President, wants de- 
pendent care extended and made uniform 
among the three services, with military physi- 
cians carrying as much of the responsibility 
as they can. Under the Defense Department 
plan, dependents who could not be taken care 
of at military installations would be allowed 
to obtain their care from private sources, 
with the government paying almost all of 
the cost. 

The American Medical Association agrees 
with the Defense Department that all depen- 
dents should receive medical benefits as nearly 
uniform as possible. However, AMA con- 
tends that wherever possible dependents 
should use private physicians and private 
hospitals, and that the military personnel 
and facilities should be employerd only where 
civilian facilities are inadequate. 

Washington Office, A.M.A 
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Perer A. M. Rovirti, M. D. 


Dr. Peter A. M. Rovitti, New Castle County 
coroner’s physician, after an illness of several 
months, died at his home in Wilmington on 
December 19, 1953, aged 79. 


Born in Bari, Italy, Dr. Rovitti came to 
the United States as a boy with his parents. 
He was educated in New York City schools. 
He was graduated from the Brooklyn College 
of Pharmacy in 1898. In 1962 he completed 
his medical education at Baltimore University. 
Dr. Rovitti took an interest in city polities 
early in his career and his work for the Re- 
publican party earned him a place on its 
councils over a period of many years. He 
was first appointed a coroner’s physician 
about 20 years ago. He also served during the 
four-year term of Mayor Hearn, and was 
again appointed in 1950 by the present coro- 
ner, C. Everett Kelley. At one time he had 
his own private hospital on Delaware Avenue. 


During World War I, Dr. Rovitti was a 
medical examiner, and treasurer of the Ital- 
ian Relief Corps. He also was active in the 
Volunteer U. S. Medical Service Corps. 


Years ago he was physician for the old 
County Hospital (now Delaware State Hos- 
pital) and a member of the medical staff of 
the old Physicians and Surgeons Hospital 
(now Wilmington General). He was physi- 
cian for several Italian lodges and was past 
grand master of the Sons of Italy, of which 
he was a charter member. He was a charter 
member of Monaghan Council No. 2872, 
Knights of Columbus, a member of the Amer- 
ican Medical Association, the Medical Society 
of Delaware, and of the New Castle County 
Medical Society since 1902. 


In 1910, Dr. Rovitti married the former 
Miss Frances M. Walter of Wilmington who 
died in 1950. He is survived by a son, Dr. 
Francis P. Rovitti, and a daughter, Miss Abi- 
gail Rovitti, both of this city. 


The funeral was held on December 22nd, 
with requiem mass at St. Peter’s Church. In- 
terment was in West Chester, Pa. 
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The Problem of Nausea and Vomiting: 


ITS TREATMENT WITH DRAMAMINE® 


Whenever nausea, vomiting and vertigo 
are disturbing and complicating factors, 
Dramamine may be used with confidence. 

Keats! outlines the wide list of conditions 
in which Dramamine (brand of dimenhydri- 
nate) has proved valuable as follows: ‘It has 
been well established in the control of motion 
sickness. It has been used effectively in the 
prevention and treatment of seasickness, air- 
sickness, fin the treatment of] the nausea of 
pregnancy, Méniére’s syndrome, . . . radia- 
tion sickness ...and postfenestration reac- 
tions.... The site of action is imperfectly 
understood, but there is indication of an 
action of depressing labyrinthine function or 
its neural pathways, a highly selective central 
action, or both. Few side reactions of this 
drug have been noted.” 

The usual dose for motion sickness is 50 
mg. (one tablet) taken one-half hour before 
departure and, if necessary, before meals for 
the duration of the journey. Control of 
nausea and vomiting of other conditions and 
severe motion sickness is achieved, with 
minimal drowsiness, by a dosage of 100 mg. 
every four hours. 

(Dramamine) is administered orally or 
rectally... . The same doses may be admin- 
istered rectally by insertion of the tablet or 
other suitable form. .. .”” 

Dramamine Liquid is particularly useful 
for children. 

Dramamine is accepted by the Council on 
Pharmacy and Chemistry of the American 
Medical Association. 


1. Keats, S.: Ataxic Cerebral Palsy with Akinetic 
Seizures: Dramatic Response to Dramamine, J M. 
Soc. New Jersey 50:53 (Feb.) 1953. 

2. Council on Pharmacy and Chemistry: New and 
Nonofficial Remedies, 1953, Philadelphia, J. B. Lip- 
pincott Company, 1953, p. 471. 


GANGLION 
COELIACUM. 


THE VOMITING REFLEX: Vagus—- nodose gang- 
lion— solitary tract» spinal cord» cervical, thor- 
acic and lumbar nerves to diaphragm, cardiac sphinc- 
ter, stomach, abdominal and pelvic musculature. 
(After Krieg, W. J. S.: Functional Neuroanatomy, 
ed. 2, New York, The Blakiston Company, Inc., 
1953, p. 104.) 
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[AS ADVERTISED IN THE JOURNAL OF THE AMERICAN MEDICAL ASSOCIATION] 


Income for members of the 


Delaware Medical Profession 
from the first day™ 
of sickness or injury... 
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For downright conven- 
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other uses. Besides, you save time and worry, 
for you’re sure of constant water tempera- 
tures at low cost. Arrange for the installation 
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MEAD’S 


Lactu 


LIQUID 


FORMULA FOR INFANTS 


MEAD JO 


Conforming in every respect to the latest and most scien- 
tific evidence on infant feeding, Lactum provides a clini- 
cally proved cow's milk formula, with demonstrated 
nutritional advantages, plus new convenience made pos- 
sible by its ready-to-use liquid form. 
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tively utilized source of calories but permits a uniformly 
smooth, perfectly homogenized formula. Supplementary 
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